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19.  ABSTRACT (continued) 

The mean bioavailability of oral pyridostigmine syrup was 29.2%.  Considerable 
interindividual variability was noted, with the range of bioavailability being 14.7% 
to 51.1%.  The mean rate constant of absorption was 0.373/hr with a range of 0.149 to 
1.441/hr.  These absorption rate constants are equivalent to a mean absorption 
half-time of 1.06 hours with a range of 0.48 to 4.65 hours. 

The pharmacokinetics of both oral and intravenous pyridostigmine have been 
defined using a two-compartment model.  Considerable interindividual variability in 
elimination of pyridostigmine was found here as well.  The mean total clearance was 
779 ml/min with a range of 382 ml/min to 1511 ml/min, and the mean beta half-life was 
0.8 hours with a range of 0.36 to 3.2 hours. 

The subjects were monitored for toxicity with clinical laboratory tests of 
hematology and chemistry variables, electrocardiograms, vital signs, and coordination 
testing.  All of the subjects tolerated pyridostigmine well, with no adverse 
symptoms.  One subject developed a significant increase in serum creatine kinase and 
2 subjects had trivial elevations in liver enzymes with no symptoms.  No significant 
changes occurred in electrocardiograms, vital signs, coordination, or other clinical 
laboratory tests. 

The relationship between pyridostigmine plasma levels and erythrocyte 
acetylcholinesterase inhibition was also defined.  The erythrocyte 
acetylcholinesterase inhibition was delayed in both onset and dissipation compared to 
plasma pyridostigmine levels after both oral and intravenous pyridostigmine admini- 
stration.  The delay in effect was modelled by assuming the presence of an effect 
compartment and an E,,,^ concentration-effect relationship.  According to this model, 
the mean rate constant of elimination from the effect compartment was 3.42/hr with a 
range of 1.22 to 5.76/hr.  Thus, the mean half-time of drug effect at a constant 
plasma concentration was 0.20 hours (12 minutes) with a range of 0.12 to 0.57 hours. 
The mean plasma concentration of pyridostigmine required to produce 50% enzyme 
inhibition at steady state was estimated to be 29.5 ng/ml with a range of 17.3 to 
41.1 ng/ml. 

The time delay in enzyme inhibition could also be accounted for by a model which 
assumed that carbamylation of the acetylcholinesterase enzyme inactivated it and that 
hydrolysis of the inactivated enzyme restored activity.  The mean estimate of the 
rate constant of inactivation was 0.087 ml/ng/hr with a range of 0.058 to 0.164 
ml/ng/hr, while the mean estimate for the rate constant of reactivation was 2.736/hr 
with a range of 1.652 to 4.107/hr.  These estimates are similar to estimates of the 
rates of the inactivation and reactivation of purified acetylcholinesterase 
previously measured in vitro by others. 

Considerable intersubject variability in the drug's effect occurred after oral 
dosing.  The peak erythrocyte acetylcholinesterase inhibition varied from 20 to 39% 
of the baseline enzyme activity, and the duration of at least 20% inhibition varied 
from 0.33 to 5.0 hours.  The variation appeared to be due to interindividual 
differences in the amount of absorption of the drug, in the rate of elimination of 
the drug, and in the sensitivity of the acetylcholinesterase to inhibition by 
pyridostigmine. 
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SUMMARY 

Pyridostigmine bromide pretreatment has been shown to reduce 

the mortality from organophosphate exposure in animal studies. 

This human study was performed (1) to determine the bioavail- 

ability of oral pyridostigmine syrup, (2) to examine the 

pharmacokinetics and safety of pyridostigmine given orally and 

intravenously, and (3) to determine the relationship between 

pyridostigmine plasma levels and erythrocyte acetylcholinesterase 

inhibition after the oral and intravenous administration of 

pyridostigmine. 

The first six subjects received oral and intravenous 

pyridostigmine (in a dose-ranging phase) in an effort to 

approach, but not exceed, 40% inhibition of erythrocyte acetyl- 

cholinesterase.  This target level of inhibition was chosen as a 

compromise between effective protection against organophosphate 

poisoning on the one hand and toxicity from the drug on the 

other.  After the proper doses to achieve approximately 4 0% 

erythrocyte acetylcholinesterase inhibition were determined, 18 

additional subjects received oral and intravenous pyridostigmine 

to address the objectives mentioned above. 

The mean bioavailability of oral pyridostigmine syrup was 

29.2%.  Considerable interindividual variability was noted, with 

the range of bioavailability being 14.7% to 51.1%.  The mean rate 

constant of absorption was 0.373/hr with a range of 0.149 to 

1.441/hr.  These absorption rate constants are equivalent to a 

mean absorption half-time of 1.06 hours with a range of 0.48 to 



4.65 hours. 

The pharmacokinetics of both oral and intravenous pyrido- 

stigmine have been defined using a two-compartment model. 

Considerable interindividual variability in elimination of 

pyridostigmine was found here as well.  The mean total clearance 

was 779 ml/min with a range of 382 ml/min to 1511 ml/min, and the 

mean beta half-life was 0.8 hours with a range of 0.36 to 3.2 

hours. 

The subjects were monitored for toxicity with clinical 

laboratory tests of hematology and chemistry variables, electro- 

cardiograms, vital signs, and coordination testing.  All of the 

subjects tolerated pyridostigmine well, with no adverse 

symptoms.  One subject developed a significant increase in serum 

creatine kinase and 2 subjects had trivial elevations in liver 

enzymes with no symptoms.  No significant changes occurred in 

electrocardiograms, vital signs, coordination, or other clinical 

laboratory tests. 

The relationship between pyridostigmine plasma levels and 

erythrocyte acetylcholinesterase inhibition was also defined. 

The erythrocyte acetylcholinesterase inhibition was delayed in 

both onset and dissipation compared to plasma pyridostigmine 

levels after both oral and intravenous pyridostigmine admini- 

stration.  The delay in effect was modelled by assuming the 

presence of an effect compartment and an !!„,„ concentration-effect 

relationship.  According to this model, the mean rate constant of 

elimination from the effect compartment was 3.42/hr with a range 

of 1.22 to 5.76/hr.  Thus, the mean half-time of drug effect at a 



constant plasma concentration was 0.20 hours (12 minutes) with a 

range of 0.12 to 0.57 hours.  The mean plasma concentration of 

pyridostigmine required to produce 50% enzyme inhibition at 

steady state was estimated to be 29.5 ng/ml with a range of 17.3 

to 41.1 ng/ml. 

The time delay in enzyme inhibition could also be accounted 

for by a model which assumed that carbamylation of the acetyl- 

cholinesterase enzyme inactivated it and that hydrolysis of the 

inactivated enzyme restored activity.  The mean estimate of the 

rate constant of inactivation was 0.087 ml/ng/hr with a range of 

0.058 to 0.164 ml/ng/hr, while the mean estimate for the rate 

constant of reactivation was 2.736/hr with a range of 1.652 to 

4.107/hr.  These estimates are similar to estimates of the rates 

of the inactivation and reactivation of purified acetylcholin- 

esterase previously measured in vitro by others. 

Considerable intersubject variability in the drug's effect 

occurred after oral dosing.  The peak erythrocyte 

acetylcholinesterase inhibition varied from 20 to 39% of the 

baseline enzyme activity, and the duration of at least 20% 

inhibition varied from 0.33 to 5.0 hours.  The variation appeared 

to be due to interindividual differences in the amount of 

absorption of the drug, in the rate of elimination of the drug;, 

and in the sensitivity of the acetylcholinesterase to inhibition 

by pyridostigmine. 
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1.  INTRODUCTION 

Studies in animals have indicated that carbamate acetyl- 

cholinesterase inhibitors have protective effects against 

organophosphate poisoning.  Pretreatment of animals with car- 

bamates prior to nerve agent exposure has improved survival and 

effectively increased the LD50 of nerve gas agents (1). 

Experimental carbamate pretreatment has been most effective when 

used in conjunction with atropine and oximes, both given fol- 

lowing exposure (1,2).  Of the carbamates studied, pyridostigmine 

has been found to be a useful agent with a duration of protective 

action of about two hours.  The putative mechanism of action of 

carbamates is thought to be carbamylation of a fraction of the 

tissue acetylcholinesterase, thereby protecting the enzyme from 

irreversible inhibition by the organophosphate (3).  The 

relatively rapid hydrolysis of the inactivated carbamylated 

enzyme has two sequelae.  First, following a single dose of 

pyridostigmine, there is only a relatively short period of 

protection since pyridostigmine is rapidly removed from the body 

and the inactivated enzyme is rapidly reactivated by hydrolysis. 

Thus, if long term protection from possible organophosphate 

exposure is required, then repeated administration of 

pyridostigmine is required.  Second (and on the positive side), 

if exposure to an organophosphate were to occur, the relatively 

short duration of action of pyridostigmine allows for 

reactivation of carbamylated acetylcholinesterase in a short 

10 



period of time, possibly minimizing the time period required for 

intensive therapy of the effects of cholinergic excess. 

The dose of pyridostigmine and degree of acetylcholinesterase 

inhibition which provide adequate protection against organo- 

phosphate poisoning while at the same time remaining free of 

acceptable toxicity in man are not known.  Studies in rats have 

indicated that inhibition of twenty-five percent of blood 

acetylcholinesterase does not affect muscle twitch tension, even 

after several days of therapy.  On the other hand, abnormalities 

in twitch tension occurred in animals treated with enough 

pyridostigmine to produce sixty-eight percent inhibition of the 

enzyme (4).  In addition, there are ultrastructural changes at 

the neuromuscular junction associated with this greater degree of 

inhibition of acetylcholinesterase (5).  The changes appear to be 

dose related and, at least at low levels of enzyme inhibition, 

largely reversible. 

The optimal use of pyridostigmine in man as prophylaxis for 

organophosphate poisoning thus presupposes that pyridostigmine is 

present in the body at the time of exposure and that a level of 

drug sufficient to provide protection while having few toxic 

effects can be achieved.  With the fixed positive charge on the 

pyridostigmine molecule likely to make transdermal delivery 

difficult, multiple oral doses of drug appear to be, at least for 

the short term, the most feasible route of administration for 

prolonged protection.  This study was designed to determine the 

amount of pyridostigmine required to produce modest levels of 

11 



erythrocyte acetylcholinesterase inhibition (approximately 4 0%) 

and to determine the bioavailability of oral pyridostigmine 

administered as the syrup that is currently commercially 

available.  Once this fundamental information is obtained, the 

efficacy and systemic availability of other preparations can be 

evaluated and compared to the syrup as a standard. 

2.  MATERIALS AND METHODS 

2.1  Pyridostigmine 

Pyridostigmine was administered as the bromide salt. 

MestinonR, Roche Laboratory's brand of pyridostigmine bromide 

syrup, lot #0204, was provided by the U.S. Army for oral dosing. 

The oral doses were administered by expelling the syrup from a 

syringe directly onto the subject's tongue.  The subject 

swallowed the dose immediately.  Blood samples were obtained by 

means of an indwelling catheter in the arm which was kept patent 

by a dilute heparin solution.  Organon brand pyridostigmine 

bromide, lot #485460A, was given intravenously to the first six 

subjects.  A single lot, Roche lot #102, U.S. Army lot #BL10992, 

of injectable Mestinon was used for the intravenous infusions in 

subjects 07 through 24.   Drug was diluted to 20 ml with normal 

saline and infused over 30 minutes with an infusion pump.  Blood 

samples were drawn from an indwelling catheter in the 

contralateral arm.  The volume of pyridostigmine administered was 

determined by weighing the syringe full of medication immediately 
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prior to dosing and subtracting the weight of the empty syringe 

after dosing, then dividing the difference by the specific 

gravity of the solution.  Oral and intravenous dosing solutions 

were assayed for pyridostigmine concentration.  The administered 

dose was then calculated from the product of the volume 

administered times the assayed concentrations (Appendix A). 

2.2  Subjects 

Healthy men who were able to give written informed 

consent were eligible to volunteer for the study.  The study was 

approved by the Joint Committee on Clinical Investigation of The 

Johns Hopkins Medical Institutions and the Human Subjects 

Research Review Board of the U.S. Army. 

2.2.1  Inclusion Criteria 

To participate in the study the volunteer had to 

be male, between 18 and 35 years of age, and within 10% of his 

ideal body weight.  A detailed health history and physical 

examination were performed by a physician.  Serum chemistries, 

hematology and urine analysis had to be within normal ranges 

(except creatine kinase), as defined by The Johns Hopkins 

Hospital Department of Laboratory Medicine.  The creatine kinase 

(CK) could be above the "normal range" and not exclude the 

subject because of the freguent finding of elevated CK in healthy 

subjects who are especially active physically (6-13).  A chest 

x-ray within 6 months of entry and an electrocardiogram had to be 

13 



normal. 

2.2.2 Exclusion Criteria 

Women were excluded from this study.  Men were 

excluded if they did not meet the criteria listed above (2.2.1) 

or if they had a known or suspected allergy to pyridostigmine or 

related drugs.  Once accepted as candidates for the study, 

subjects were not permitted to take any medication for one week 

prior to admission to the study. 

2.2.3 Recruitment 

Advertisements were placed in the help wanted 

classified sections of metropolitan Baltimore newspapers.  A 

special telephone line was dedicated to volunteer recruitment. 

Interested candidates were screened on the telephone by a 

research nurse who described the details of the study, took a 

brief history and scheduled the appropriate screening 

examinations. 

2.2.4 Informed Consent 

Written informed consent was obtained from each 

participant upon admission to the Clinical Research Unit.  The 

consent document described in detail the purpose of the study, 

the research protocol, and the potential risks. 

14 



2.2.5 Compensation 

A payment schedule was designed to compensate 

volunteers for their participation.  Each volunteer was 

compensated as follows: 

Screening phase No compensation 

In-hospital phase $375.00 

Total per subject for entire study       $375.00 

For the entire study, $9000.00 was distributed to 24 

volunteers. 

2.2.6 Liability 

Liability coverage for unexpected toxicity was 

provided by the U.S. Army, and for malpractice by the Johns 

Hopkins Medical Institutions. 

2.3  Experimental Protocol 

2.3.1  Objectives 

There were three objectives of the study.  The 

primary objective was to determine the absolute bioavailability 

of pyridostigmine bromide when given as the oral syrup.  However, 

since for safety reasons erythrocyte acetylcholinesterase 

inhibition could not exceed 40%, and because the assay of 

pyridostigmine base was possible only at concentrations greater 

than 1.5 ng/ml, it was first necessary to determine the oral and 

intravenous doses of pyridostigmine which would produce plasma 
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levels of drug high enough to measure but which inhibited the 

enzyme less than 40%.  Once the appropriate doses were found, a 

formal bioavailability study with eighteen subjects was 

conducted.  The other two objectives of the study were to examine 

the pharmacokinetics and safety of pyridostigmine given orally 

and intravenously, and to determine the relationship between 

pyridostigmine plasma levels and erythrocyte acetylcholinesterase 

inhibition after the oral and intravenous administration of 

pyridostigmine. 

2.3.2  Design 

The study was conducted as an open design study with 

each subject receiving both oral and intravenous pyridostigmine. 

Subjects were balanced insofar as the order of drug 

administration was concerned (i.e., first dose oral liguid or 

intravenous solution).  The doses were spaced three days apart. 

The subjects were fasted and not allowed to smoke for 8 hours 

before each dose and for 4 hours after each dose, when they were 

allowed to eat and to smoke if they desired. 

As mentioned above in 2.3.1, the study was conducted in two 

phases, an initial dose-ranging phase followed by a formal 

bioavailability phase.  The outline of the study and the details 

of how it was to be conducted as initially planned are contained 

in the Procedural Timetable and Study Flow Charts (Appendix B). 

The first three subjects received 0.66 mg of pyridostigmine 

bromide intravenously and 2 0 mg orally.  Assays of pyridostigmine 

16 



concentrations revealed barely detectable concentrations of drug 

after the IV infusion and inhibition of acetylcholinesterase was 

low.  Therefore, the intravenous dose was doubled.  Volunteers 

04-06 received 1.32 mg of pyridostigmine bromide intravenously 

and 20 mg orally.  Plasma concentrations after both routes of 

administration were measurable.  However, inhibition of acetyl- 

cholinesterase after oral administration of 20 mg exceeded 4 0% at 

one time point in one volunteer.  Accordingly, it was decided to 

decrease the oral dose for the formal bioavailability trial.  In 

that second phase, eighteen subjects were given pyridostigmine 

bromide, 1.32 mg intravenously and 16 mg orally. 

All subjects were screened outside the hospital.  Drug 

administration, sampling and post-drug toxicology monitoring were 

performed in the Drug Development Unit of The Johns Hopkins 

Hospital. 

2.4  Clinical Laboratory Examinations 

All laboratory examinations except for assay of pyrido- 

stigmine were done within The Johns Hopkins Medical Institutions. 

Hematology and chemistry determinations were performed by the 

Department of Laboratory Medicine (Clinical Laboratory License 

number 19-1054).  The normal values for these determinations are 

listed in Appendix C.  Erythrocyte acetylcholinesterase assays 

were performed in the research laboratory of the Division of 

Clinical Pharmacology (see section 2.5.2). 
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2.4.1 Hematology 

Routine hematologic determinations, including 

hematocrit, hemoglobin, red blood cell count, white blood cell 

count with differential count, reticulocyte count and platelet 

count, were done with a Coulter counter. 

2.4.2 Chemistry 

Serum was assayed for sodium, potassium, 

chloride, carbon dioxide, urea nitrogen, creatinine, glucose, 

uric acid, calcium, phosphate, total protein, albumin, 

cholesterol, direct and total bilirubin, alanine amino- 

transferase, aspartate aminotransferase, alkaline phosphatase, 

lactic dehydrogenase and creatine kinase. 

2.4.3 Electrocardiography 

Standard 12-lead electrocardiographic tracings 

were taken on admission to the hospital and on days 3 and 6. 

Electrocardiograms were interpreted by a physician on the staff 

of The Johns Hopkins Hospital in the Division of Internal 

Medicine. 

2.4.4 Urine Analysis 

Urine analyses were performed in the laboratories 

of the Division of Clinical Pharmacology.  Protein, ketones and 

bilirubin were measured gualitatively, and pH and specific 

gravity were determined.  A microscopic examination of the 
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sediment was also performed. 

2.4.5 Chest X-ray 

Standard PA and lateral chest x-rays were usually 

taken just prior to admission to the hospital, and in all cases 

within 6 months of entry. 

2.5 Pyridostigmine and Erythrocyte Acetylcholinesterase 

Determinations 

2.5.1 Pyridostigmine Analysis 

Blood samples for pyridostigmine assay were 

placed in heparinized VacutainerR tubes and iced immediately.  As 

soon as possible (generally within five minutes) the samples were 

centrifuged in a refrigerated centrifuge.  The plasma was 

separated and stored at -80° C until it was shipped in dry ice to 

the assay site. 

The assay of pyridostigmine in plasma was performed 

under contract DAMD 17-85-D-0008, USAMRDC in the laboratory of 

Dr. Emil Lin at the School of Pharmacy, University of California 

at San Francisco (14).  The assay utilizes protein precipitation 

with acetonitrile, pre-column purification on a small C8 Bond 

ElutR column, and then high performance liquid chromatography on 

a silica column with ultraviolet detection.  The detection limit 

is 1.5 ng pyridostigmine base/ml with a coefficient of variation 

between 3.55% and 8.16% (15).  The plasma pyridostigmine concen- 

trations of the patients in this study are listed elsewhere (15), 
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and are discussed below. 

2.5.2 Erythrocyte Acetylcholinesterase Determinations 

Blood for erythrocyte acetylcholinesterase 

determination was collected into VacutainersR containing 

ethylenediaminetetraacetic acid (EDTA), mixed immediately and 

brought to the Clinical Pharmacology laboratories for assay — 

generally within five minutes of collection.  Specimens were kept 

at ambient temperature until assayed.  The assay was performed 

according to the Standard Operating Procedure (SOP) for the assay 

of the Analytical Chemistry Branch, USAMR, ICD, Aberdeen Proving 

Ground, Maryland 21010 dated 18 June 1985 (16).  As performed at 

Johns Hopkins, the coefficient of variation of the assay 

determined from the guality control standard is 2.3%.  Details of 

the assay and its performance at Johns Hopkins are contained in 

Appendix D. 

2.6  Pharmacokinetic and Pharmacodynamic Analyses 

2.6.1  Pharmacokinetic Analyses 

Visual inspection of the pyridostigmine plasma 

concentration-time curves demonstrated that, following 

intravenous infusion, a biphasic decline in drug concentrations 

occurred.  This suggested that the body can be represented by a 

two-compartment system.  After oral administration, 

pyridostigmine concentrations rose gradually, followed by a short 

plateau and then a monophasic decline.  In many subjects the data 
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were "noisy" both during the infusion and at low plasma 

concentrations.  This "noise" made visual determination of the 

terminal elimination half-life difficult (and arbitrary) in many 

subjects.  Estimates of the areas under the concentration-time 

curves by trapezoidal rule were also affected.  Curve fitting of 

the intravenous data to the equation for a two-compartment model 

with a zero-order (constant infusion) input produced parameter 

estimates which varied markedly from patient to patient, 

suggesting that variability in the determination of the plasma 

concentrations was affecting adversely the curve fitting process. 

Since the shapes of the intravenous and oral concentration-time 

curves were consistent with a two-compartment open model with the 

rapid distribution phase being obscured by absorption during oral 

dosing, it was decided to fit the data after both intravenous and 

oral administration to a single model assuming a two-compartment 

open model with zero-order drug entry during infusion and with 

first-order absorption after a time lag following oral drug 

administration.  This model assumes that the compartmental 

volumes and intercompartmental rate constants were the same 

during both experimental periods.  Data from the oral and 

intravenous doses were used to fit simultaneously the equations 

for the time course of drug concentrations during the intravenous 

and oral administrations of pyridostigmine for seven constants: 

volume of the central compartment, K01, K12, K21, K10, time lag for 

absorption, and bioavailability.  Data points were plotted on 

semilogarithmic paper.  Points which appeared to be grossly 
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aberrant on visual inspection (far above or far beneath the two 

adjacent points) were not included in the curve fitting.  The 

sample times which were excluded from the analysis are listed in 

Table 1.  PCNONLINR, a commercially available curve fitting 

program for the IBM PC (17), was used to obtain the values for 

the constants which provided a best fit for the observed data.  A 

weighted least squares approach was used to determine the best 

fit.  Weights of the reciprocal of the calculated value of each 

point were used.  In several subjects (08, 12, 14, and 22) peak 

pyridostigmine concentrations during the infusion did not 

correspond to the end of the reported infusion time.  This 

discrepancy caused large residual errors in the curve fitting 

process.  Accordingly, for these subjects, the duration of 

infusion used in the curve fitting program was set to the time at 

which the maximum concentration of drug appeared in the plasma. 

Once the microconstants were determined, the macroconstants were 

calculated.  Alpha and beta elimination rate constants are thus 

the same for both the oral and intravenous dosing; only the 

coefficients vary.  The equations and the relationships between 

the micro- and macroconstants are shown in Table 2. 

2.6.2 Pharmacodynamic Modeling 

The relationship between pyridostigmine concen- 

trations and pyridostigmine effect (erythrocyte acetylcholin- 

esterase inhibition) was analyzed in two different ways.  In both 

analyses the analytical equations determined from the pharmaco- 
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kinetic modeling described above were used to represent the 

plasma concentrations of pyridostigmine after intravenous and 

oral administration.  Inhibition of erythrocyte 

acetylcholinesterase measured at different times was used as 

data.  Negative and zero values and 24-hour data points were 

excluded. 

Plots of inhibition of erythrocyte acetylcholinesterase 

versus plasma pyridostigmine concentration produced counter- 

clockwise loops in all patients, suggesting that the drug effect 

is delayed relative to the concentration of drug.  Accordingly, 

an "effect compartment analysis" as described by Sheiner and 

associates was performed (18-20).  This type of analysis assumes 

that the delay in drug effect is due to the transfer of drug to a 

compartment where the drug acts, an "effect compartment." 

Negligible mass of drug is transported into this compartment so 

that the pharmacokinetic equations are not altered.  The model 

assumes that drug enters the effect compartment from the central 

compartment at a rate KIE and that drug leaves the effect 

compartment with a rate constant KE0.  Furthermore, it was 

assumed that pyridostigmine behaves as a standard competitive 

inhibitor of the erythrocyte acetylcholinesterase and that 100% 

inhibition of the enzyme is possible.  Accordingly, inhibition of 

erythrocyte acetylcholinesterase is given by the concentration of 

pyridostigmine [Pyr] divided by the concentration of 

pyridostigmine plus the IC50, where the IC50 is the concentration 

of pyridostigmine in the plasma which, at steady state, produces 
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50% inhibition of enzyme activity. 

Inhibition =    TPvrl  
[Pyr] + ic50 

Initial analyses also included a Hill coefficient.  However, when 

the data were fit to this model, there was a high correlation 

between the IC50 and the Hill coefficient, indicating 

insufficient information for an analysis with three parameters. 

The Hill coefficient varied around 1.0.  Accordingly, it was 

fixed at 1 and a model including just the IC50 and the KE0 was 

employed.  A schematic diagram of the model is depicted in Figure 

la.  Inhibition data from both the oral and intravenous dosings 

were used simultaneously to obtain the best fit estimates of the 

50% inhibition concentration of pyridostigmine and the rate 

constant of elimination from the effect compartment.  The curve 

fitting program, PCN0NLINR, was used with a weighted least 

squares regression analysis with weights being equal to the 

reciprocal of the calculated value of the inhibition. 

Erythrocyte acetylcholinesterase inhibition was also related 

to the concentration of pyridostigmine in the plasma by using a 

biochemical model that has been used previously to study the in 

vitro inhibition of acetylcholinesterase (21).  Acetylcholin- 

esterase is inhibited by carbamylation of the enzyme.  The 

inactivated enzyme is then reactivated by hydrolysis.  The rate 

constant of inactivation is given by KIN and the rate constant of 

reactivation is the constant K^.  The differential equations for 

the two processes were written and solved for the fractional 
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inhibition of acetylcholinesterase. 

KT Enz + Pyr   *IN >^_  Enz 

Enz,„   "** _w   Enz KRE 

PCNONLINR was used to fit the differential equation for the 

values of KIN and KRE which best described the data for each 

patient.  Figure lb depicts the schematic representation of this 

model.  When inhibition data from the oral and intravenous 

dosings were used simultaneously to obtain a single value for 

each constant, the inhibition at late time points after oral 

inhibition was estimated poorly.  Therefore, estimates of the 

rate constants were performed with the data from the oral dose 

and separately with the data from the intravenous dose.  The 

estimates were averaged to produce a single estimate for the 

inactivation and reactivation rate constant for each subject.  As 

before, weighted least squares estimates, with weights equal to 

the reciprocal of the calculated value, were obtained.  The 

parameter estimates in Subjects 10 and 19, obtained using the 

inhibition data achieved after the oral dose, were markedly 

different from all other estimates.  These two estimates have not 

been included in the summary statistics, having been eliminated 

as outliers. 
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2.7 Statistical Methods 

Estimates of population parameters, the mean and 

standard deviation of the calculated variables, have been 

determined using standard formulae. 

3.  RESULTS AND DISCUSSION 

3.1 Amendments and Compliance 

3.1.1 Amendments 

The consent form was amended prior to enrolling 

the first subject to provide information about toxicity in rats. 

The original consent form and the amended consent form are 

provided as Appendix E and F, respectively. 

The protocol was amended after the first three subjects were 

completed to increase the intravenous dose of pyridostigmine 

bromide to 1.3 mg.  The protocol was amended after subjects 04, 

05, and 06 were completed to reduce the dose of oral pyrido- 

stigmine bromide to 16 mg.  (Details are provided in section 

2.3.2 of this document.)  The protocol was amended to collect 

24-hour urine specimens for pyridostigmine assay for the last 8 

subjects.  The institutional review board at Johns Hopkins and 

the Army's Human Subjects Research Review Board were notified of 

these changes and granted approval. 

3.1.2 Compliance 

After the completion of the study it was 
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discovered that the subjects had signed the originally approved 

consent form, not the amended version.  The institutional review 

board at Johns Hopkins was notified of this oversight.  No 

attempt was made to contact the subjects who had participated. 

We believe this had no bearing on the conduct of the study or on 

the willingness of our subjects to participate. 

As mentioned in section 2.2.1, subjects were enrolled into 

the study even if screening and/or admission CK levels were 

elevated.  We believe these elevations do not reflect a 

myopathic process, but rather reflect the extremely active 

physical lifestyle of the subjects.  We are satisfied that these 

subjects were healthy and that those with elevated CK values did 

not have a pathological process. 

Although we had reguested and received approval to give 1.3 

mg intravenous pyridostigmine bromide, we actually gave 1.3 2 mg. 

We believe this deviation is inconsequential. 

There were six timed intervals for urine collection within 

each 24-hour period after dosing, not a single continuous 24-hour 

collection.  This would allow for more precise information 

regarding urinary pyridostigmine excretion patterns.  These data 

are included in the report prepared by Cheng et al. (22), and are 

discussed in the Results section (section 3.4.1) of this 

manuscript. 

The baseline (pre-drug) electrocardiogram was done at 

screening and not on the day of admission to the hospital.  This 

deviation is of no clinical importance. 
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Screening red blood cell acetylcholinesterase was not done 

before entry to the hospital.  Rather, each subject's baseline 

red blood cell acetylcholinesterase level was determined before 

receiving the first dose of pyridostigmine and ascertained to be 

within the normal range. 

Hand grip determination of muscle strength was not done after 

09 January 1986 when the electronic device used for this purpose 

stopped working accurately.  Values for this parameter are only 

complete for the first ten subjects.  Neither the sponsor nor the 

institutional review board at Johns Hopkins was notified.  There 

was no pattern of change in hand grip strength after pyrido- 

stigmine in the first ten subjects, and we believe this same 

pattern would have been similar for the remainder of the 

subjects.  Furthermore, we believe that hand grip testing is a 

gross, and, in part, subjective measure of changes in voluntary 

muscle strength after pyridostigmine.  It is subjective in that 

it is effort related and subject to the volunteer's interest and 

willingness to try hard. 

The protocol divided the study into two phases:  dose-ranging 

and bioavailability.  The dose-ranging phase required 12 red 

blood cell acetylcholinesterase determinations for each dose, 

both intravenous and oral, while the bioavailability phase was 

designed to have 7 determinations for each dose.  For all the 

intravenous doses, however, 12 samples were collected and assayed 

from all 24 subjects.  No one was notified in advance of this 

protocol deviation, but we feel confident that these additional 
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samples were essenltial to allow the comprehensive pharmacokinetic 

and pharmacodynamiic determinations included in this report.  With 

regard to the oral dose, not only were the 12 sampling times 

intended just for tthe dose-ranging phase perpetuated into the 

bioavailability phase, but two additional sampling times were 

added, at 8 and 10 hours after the dose, when it became clear 

that acetylcholinesterase inhibition was still significant 

(approximately 10%) at 6 hours after the dose.  Again, we believe 

that these additional data points were essential in enabling us 

to conduct the extensive analysis of pharmacodynamics outlined 

below. 

3.2  Description of Population of Subjects 

During tfee course of the study, a total of two newspaper 

advertisements were placed.  Sixty-six men responded and, of this 

group, 24 were entoered into the study.  Reasons for rejecting 

potential subjects were: 

66 Scheduled for screening 

-24 Fail&d to keep scheduled appointment 

42 Seen at Jothns Hopkins Hospital 

-12 Abnaanmal screening laboratory tests 

- 4 Changed mind, moved, etc. 

26 Examined by physician 

-2 Failed! history or physical exam 

24 Admitted too Johns Hopkins Hospital and entered the study 

24 Completed .Study 
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Of the 24 who completed the study, 4 were white and 2 0 were 

black.  The average age was 26.4 years and ranged from 19 to 3 5 

years.  Relevant vital statistics of the volunteers are listed in 

Table 3.  Creatinine clearance was estimated from the 

Cockcroft-Gault formula (23) using the average of three 

in-hospital serum creatinine determinations for the serum 

creatinine concentration. 

3.3  Clinical Results 

3.3.1 Symptomatic 

The subjects tolerated the administration of 

pyridostigmine very well and none complained of any side effect 

with either the intravenous or oral administration of the drug. 

In particular, there were no complaints of nausea, abdominal 

discomfort, change in bowel habits, muscle aching or tenderness, 

weakness, tremor, or any other neuromuscular complaint. 

3.3.2 Pulse 

No patterns of pulse change were consistently or 

predominantly seen in the subjects with administration of either 

intravenous or oral pyridostigmine.  The pulse results appeared 

to be completely random and appeared to have no correlation with 

plasma pyridostigmine concentrations or with the degree of 

erythrocyte acetylcholinesterase inhibition. 
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3.3.3 Coordination Testing 

There was no change in coordination testing 

compared to the baseline performance for any of the volunteers 

during or after administration of either intravenous or oral 

pyridostigmine.  It should be noted that the coordination testing 

used was limited in its capacity to identify abnormalities.  More 

refined and accurate methods of measuring coordination would need 

to be employed in order to identify subtle changes in 

coordination. 

3.3.4 Hand Grip 

As was the case with the pulse measurements, 

there was no recognizable or predominant pattern of change in 

hand grip for the subjects following administration of pyrido- 

stigmine.  Not only was there little in common from one subject 

to the next, but there were also occasional discrepancies in the 

pattern of strength change over the period of observation in one 

hand compared to the other in the same subject.  The hand grip 

testing was accomplished only for the first 10 subjects and was 

not done for the remainder because of technical difficulties with 

the hand grip measuring device. 

3.3.5 Laboratory 

3.3.5.1 Liver Function Tests 

The serum aspartate aminotransferase 

(AST) levels increased in two subjects to a substantial degree 
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and above the upper level of normal (35 units/liter) after their 

second exposure to pyridostigmine, which in both cases was the 

intravenous dose.  The levels increased from 20 to 44 units per 

liter in one subject and from 19 to 44 units per liter in the 

other.  In only one of these subjects was the serum alanine 

aminotransferase (ALT) level found to increase as well, 

increasing from a predrug level of 12 to a level of 36 units per 

liter, 24 hours after the intravenous (second) dose.  (The upper 

limit of normal is 30 units/liter).  One other subject had a 

substantial increase in the serum alanine aminotransferase in the 

absence of a corresponding increase in the serum aspartate 

aminotransferase to an abnormal level.  In this individual the 

ALT increased from 19 to 36 units per liter, again following the 

second exposure to pyridostigmine, which was the intravenous 

dose.  No other subject had a noteworthy change in the serum 

transferases, and no subject had a significant change in alkaline 

phosphatase, serum cholesterol, total protein, serum albumin, 

direct or total bilirubin.  The serum lactic dehydrogenase (LDH) 

increased modestly in one subject from a predrug level of 195 to 

a peak of 224 units per liter after the first (oral) dose of 

pyridostigmine and was back to normal 24 hours after the second 

(intravenous) dose of pyridostigmine, to a level of 170 units per 

liter.  (The upper limit of normal is 200 units/liter.)  The 

subject with the increase in LDH did not have an increase in 

either of the transferases.  Thus, while the LDH may arise from 

the liver in some cases, it may originate from other organs and 
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there was no corroborative evidence suggesting that the liver was 

the source of this subject's minimal elevation. 

3.3.5.2 Creatine Kinase 

The creatine kinase was monitored in 

hopes of using it as a sensitive and fairly specific indicator of 

muscle cell damage.  Interestingly, the creatine kinase level was 

well above normal in at least half of the subjects prior to 

receiving either formulation of pyridostigmine, and in most cases 

gradually fell over the course of the five day admission, 

consistent with muscle cell injury prior to admission to the 

hospital and gradual recovery over the course of the 

hospitalization.  It is our impression that these elevations 

probably represent minor to modest degrees of muscle fiber damage 

as a result of strenuous exercise, physical exertion during 

gainful labor, or minor degrees of trauma suffered by our 

volunteers prior to admission.  Only one subject had a remarkable 

increase in the creatine kinase.  This individual had an increase 

from a level of 94 units per liter 24 hours after the first 

(oral) dose of pyridostigmine to a peak of 2,060 units per liter 

24 hours after the second (intravenous) dose.  As was mentioned 

above, neither this subject nor any others complained of symptoms 

suggestive of muscle injury, such as soreness, stiffness, or 

aching.  Two other subjects had very modest elevations of 

creatine kinase following their second administration of pyrido- 

stigmine, in one case the administration being oral and in the 
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other case the administration being intravenous.  In neither of 

these two subjects, however, was the increase nearly so 

impressive as that of the first subject described above. 

Therefore, we believe that the substantial elevation of creatine 

kinase in the one volunteer may be evidence for subclinical 

muscle injury in response to intravenous pyridostigmine, but the 

elevations seen in the other two subjects were clinically 

insignificant. 

3.3.5.3 Other Clinical Chemistry Tests 

No subject had an abnormality of any of 

the other monitored chemistry tests mentioned above under 

"Methods." 

3.3.5.4 Hematological Testing 

Three of the subjects had very mild 

reductions in their hemoglobin concentrations and hematocrits 

over the course of the study.  The magnitude of these changes, 

however, was consistent with the phlebotomies being performed to 

obtain blood samples for monitoring and outcome measurements.  No 

remarkable changes in white blood cell count occurred.  Two 

subjects developed a very mild relative eosinophilia in the 

absence of symptoms or signs of hypersensitivity.  There were no 

significant elevations of reticulocyte count over the course of 

the study. 
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3.3.5.5 Electrocardiograms 

There were no significant changes in 

electrocardiograms following any dose of pyridostigmine.  The 

only noteworthy changes were mild changes in electrical axis and 

non-specific ST-T wave changes, both of which might be due to 

expected intrasubject variability, though a drug effect cannot be 

excluded. 

3.3.6  Clinical Conclusions 

It is our view that the subjects tolerated the 

administration of pyridostigmine in both the oral and intravenous 

forms very well.  The minimal elevations of transferases in 3 of 

the subjects were not clinically worrisome.  The substantial 

elevation of creatine kinase in one subject is the only 

observation of clinical importance and could possibly be related 

to an increased propensity for muscle cell damage in response to 

intravenous pyridostigmine in this volunteer.  Further evaluation 

of this observation, both in this subject and in others, would be 

warranted in our view.  In our opinion, this single observation 

does not constitute grounds for any more specific action than to 

continue our close observation of this parameter. 

3.4  Pharmacokinetics and Pharmacodynamics 

3.4.1  Pharmacokinetics 

Data from the 18 volunteers, 07-24, who received 

1.32 mg of pyridostigmine bromide intravenously and 16 mg orally 
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were analyzed.  The times the samples were obtained during and 

after the intravenous infusion are listed in Table 4.  Measured 

plasma pyridostigmine base concentrations are found in Table 5. 

Plasma concentrations of pyridostigmine rose rapidly during the 

intravenous infusion and declined once the infusion had stopped. 

Plasma concentrations were no longer measurable six hours after 

beginning the infusion (Figure 2 and Tables 4 and 5). 

Concentrations during and after the infusion were quite vari- 

able.  Coefficients of variation at each sample time were greater 

than 25%.  Peak concentrations at the end of the infusion varied 

as much as fourfold.  During the phase of declining 

concentrations variations were somewhat less but still 

substantial.  Individual plasma concentration curves are depicted 

in Figures 2a, 2c, and 2e. 

Pyridostigmine concentrations following the dose of oral 

syrup rose slowly, often after a short time delay (Tables 6 and 

7).  The mean plasma concentrations were nearly constant from one 

to three and a half hours after dosing and then declined slowly 

over time.  At ten hours after the dose pyridostigmine was still 

detectable in some subjects (Table 7 and Figures 2b, 2d, 2f). 

Variations between subjects were greater following oral dosing 

than following intravenous dosing (Figures 2a-2f).  Coefficients 

of variation were greater than 32% at each time.  In some 

subjects there was rapid absorption with a high peak 

concentration of pyridostigmine achieved and a relatively rapid 

decline (e.g., Subject 18) while in other subjects absorption was 
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delayed, the peak level was later and the decline slower (e.g., 

Subject 16). 

The approach of fitting the oral and intravenous data 

simultaneously predicted the actual plasma concentration data 

using a two-compartment open model with different types of drug 

entry depending upon the route of administration.  The sum of the 

weighted squared residuals and the correlations between the 

calculated and actual data points for each subject for both 

routes of administration are shown in Table 8.  There was little 

difference between the means of the sum of the weighted squared 

residuals for the oral and intravenous routes of administration. 

Correlation coefficients were generally high, usually above 0.9. 

The correlation between the calculated and observed data for the 

intravenous route was higher than that for the oral route (p 

<0.002, paired t-test).  Several factors in the design and anal- 

ysis of the trial may be responsible for this.  First, more data 

points were collected during intravenous dosing than during the 

oral dosing and plasma concentrations tended to be higher, 

reducing the problems created by low measured values approaching 

the sensitivity of the assay.  In this way the weighting 

procedure may have been biased toward the intravenous dosing. 

Second, an assumption was required to model the kinetics of the 

oral dose, i.e., first-order absorption of drug, which was not 

needed for the intravenous data.  The absorption of 

pyridostigmine may, in fact, not follow strictly first-order 

kinetics, in which case the actual and estimated concentrations 
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would be expected to differ.  For the intravenous dosing, the 

infusion was a constant one and modelled as such.  In the few 

subjects where unusual concentration profiles occurred during the 

infusion, the model was modified (see 2.6.1).  Finally, estimates 

of three parameters were obtained from the data following the 

oral dose in addition to the estimates derived from both the 

intravenous and oral data.  The requirement of seven as opposed 

to four parameter estimates may have introduced a greater 

discrepancy between the actual and estimated plasma 

concentrations for the oral dosing. 

The estimates of the pharmacokinetic microconstants for each 

subject are detailed in Table 9.  Due to the simultaneous fit, 

there is only a single estimate for each of the microconstants. 

For each constant a wide variation between subjects exists, the 

standard deviation of the estimate being greater than 50% of the 

average estimate in all cases except for the bioavailability. 

The pharmacokinetic macroconstants, derived from the micro- 

constants, are shown in Table 10.  As in the case of the micro- 

constants, there is great variation between subjects.  The 

coefficient of variation is greater than 40% for each constant. 

The variability in the magnitude of these constants is reflected 

in the calculated areas under the concentration-time curves and 

the plasma clearances of pyridostigmine as well.  The values for 

each subject are depicted in Table 11.  Coefficients of variation 

of about 30% were present in the areas under the concentration- 

time curves following both intravenous and oral dosing.  There 
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was a similar variation in the calculated total plasma 

clearances.  Adjusting the total clearance for body weight or for 

renal function (estimated creatinine clearance) did not reduce 

the coefficient of variation. 

The results of this study are similar to data collected by 

others who studied smaller numbers of subjects.  Aquilonius et 

al. studied the intravenous kinetics of 2.5 mg of pyridostigmine 

bromide given to 2 subjects (24).  Total clearance of drug was 

806 and 828 ml per minute or 10.6 and 10.9 ml/min/kg.  The plasma 

half-life of drug was 1.7 and 1.3 hours.  Calvey and coworkers 

studied 10 patients after administering intravenously 3.65 mg of 

pyridostigmine bromide per 70 kg body weight (25).  Clearance of 

drug in these patients averaged 16.3 ml/min/kg with a range of 

9.3 to 2 6.5.  Since the body weights of the individual subjects 

were not provided in their report, the values for the total 

clearances not normalized for weight cannot be calculated from 

the data.  The beta half-life averaged 0.38 hours, ranging from 

0.25 to 0.62 hours.  The results of the current study (mean total 

clearance of 779 ml/min with a range of 382 to 1511 ml/min) are 

similar to the data above.  When corrected for body weight, the 

present data yield a mean clearance of 10.3 ml/min/kg, a value 

similar to that obtained by the others.  Likewise, our mean beta 

rate constant is 0.768 per hour which translates to a beta 

half-life of 0.90 hours, a value well within the range of the 

earlier data.  As all these studies were performed with different 

doses of pyridostigmine, it appears likely that the clearance of 
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intravenous pyridostigmine is independent of dose. 

The variance in the total clearance estimates among our 

subjects is not reduced by normalizing drug clearance for the 

estimated creatinine clearance, suggesting that total pyrido- 

stigmine clearance is either largely non-renal or that renal 

pyridostigmine excretion is not highly correlated with the 

glomerular filtration rate, at least in subjects with normal 

renal function.  For subjects 17 through 24, urine was collected 

for 24 hours following dosing and assayed for pyridostigmine base 

using a modification of the assay for plasma (22).  Amounts of 

pyridostigmine base excreted during each collection period are 

displayed in Table 12.  Pyridostigmine was detectable in the 

urine within one hour after both intravenous and oral dosing. 

The amount of pyridostigmine excreted declined rapidly with time 

after intravenous dosing but persisted somewhat longer after oral 

dosing.  The amounts of pyridostigmine excreted were variable 

among subjects, ranging from 33.8 to 84.9% of the intravenous 

dose and from 4.8 to 19.8% of the oral dose (Table 13).  These 

urinary recoveries are similar in magnitude and variability to 

those found by Nowell et al. (26), who studied 5 patients with 

myasthenia gravis receiving 180 to 3600 mg of pyridostigmine 

bromide daily.  Urinary excretion of intact pyridostigmine ranged 

from 2 to 16% of the dose with as much as 70% variation on 

different study days.  Somani et al. recovered 9.4% of the 

pyridostigmine dose in the urine in the one patient they studied 

(27). 

40 



Renal clearances calculated using the fractional excretion of 

pyridostigmine after intravenous dosing tiroes the total clearance 

are tabulated in Table 14.  Renal clearance estimates range from 

215 to 854 ml/min with a mean of 430 ml/min.  All exceed the 

creatinine clearance of the subjects, implying renal secretion of 

pyridostigmine.  The renal clearance estimates in this study are 

of similar magnitude to those obtained by Chan and Calvey (28) 

except for two high values of 854 and 694 ml/min.  These 

clearance rates, approaching renal plasma flow, are unexplained. 

The magnitude of the clearance values is consistent with the 

hypothesis that pyridostigmine is secreted by the secretory 

system for organic bases which resides in the kidneys.  This 

pathway is located in the proximal renal tubule and actively 

transports organic cations, including primary, secondary, 

tertiary and quaternary amines, in the direction of excretion 

(29).  Renal clearance of such compounds can approximate renal 

plasma flow.  Within the cationic system, however, there can be 

competition between compounds for excretion, including endogenous 

compounds, presumably mediated by competition for the putative 

carrier protein (29).  The observation by Chan and Calvey that 

the renal secretion of pyridostigmine was reduced in two patients 

who were being treated concurrently with a basic drug (28) is 

also consistent with transport by the cationic transport system. 

Little prior information exists on the bioavailability of 

oral pyridostigmine. Aquilonius et al. studied 2 patients to 

whom they administered 120 mg of pyridostigmine bromide in the 
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fasting state (24) .  The dosage form of the drug was not 

identified in their article.  Pyridostigmine was 5.1 and 11.4 

percent bioavailable in these subjects.  Breyer-Pfaff et al. 

administered 60 mg of pyridostigmine bromide as a dragee 30 

minutes after a standard meal (30).  They found the drug to be 

14.3% available with a range of 11.5 to 18.9 percent in the 10 

patients studied.  A much smaller dosage of drug, 16 mg, was to 

be used in the current study, and assay of the syrup plus 

determination of the weight of syrup administered revealed the 

actual dose to be an average of 14.8 mg (Appendix A).  Bioavail- 

ability was much higher with this dose than the doses mentioned 

above, ranging from 14.7 to 51.1 percent with a mean of 29.2 

percent.  These data suggest that the fractional absorption of 

pyridostigmine decreases as the size of the dose is increased. 

However, the absolute amount of drug absorbed, calculated as the 

product of the dose administered times the bioavailability, does 

increase with increasing dose (with the caveat that different 

dosage forms and different conditions were present in each 

study).  When the administered dose is calculated in milligrams 

of pyridostigmine base, the amount of drug given to volunteers in 

the three trials was 83.3, 41.6 and 10.3 mg, respectively.  The 

average amount of drug absorbed was 6.8, 6.0 and 2.9 mg, respec- 

tively, with considerable scatter within each study.  The data 

are depicted in Figure 3.  Absorption, therefore, is not directly 

proportional to the dose.  Even excluding the highest dosage, a 

fourfold dosage increment produced only a twofold increase in 
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absorbed drug.  The curve may also bend (although data are 

limited) which hints at capacity-limited absorption of drug. 

Systemic availability of pyridostigmine also can be estimated 

from the recovery of intact drug in the urine.  Bioavailability 

calculated in this manner is listed in Table 14 and compared with 

the values obtained from the pharmacokinetic parameter estimation 

(Table 9).  In general, the bioavailability calculated from the 

urinary data is lower (7 of 8 subjects), suggesting a systematic 

error.  The cause of this is not certain.  One possibility is 

that pyridostigmine decomposed in the urine during the collection 

process.  This might be expected to be greatest in the 8-2 4 hour 

specimen.  As shown in Table 12, urinary excretion after 

intravenous dosing was rapid, and nearly complete by the end of 8 

hours, while urinary excretion after oral dosing showed greater 

amounts in the later collections compared to intravenous dosing. 

Thus, if there were decay of pyridostigmine in the urine during 

the 8-24 hour collection, the end result would be an 

underestimation of excretion predominantly after oral dosing, 

thus underestimating bioavailability. 

The limited degree of absorption, the hint of capacity- 

limited absorption, and the positive charge on the pyridostigmine 

moiety all suggest that passive diffusion across the gastro- 

intestinal membrane is not the mechanism for absorption of 

pyridostigmine.  Solubilization of drug is unlikely to be a 

problem since pyridostigmine is a charged molecule which is very 

soluble in an agueous environment.  Two mechanisms, closely 
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related, which could account for both the variation in avail- 

ability between subjects at the same dose and for the apparent 

saturation in absorption with increasing dose can be postulated. 

The first invokes a saturable transport mechanism, either active 

transport or facilitated diffusion.  Variations in the capacity 

or affinity of the transport system for pyridostigmine could 

result in differences in availability.  Second, there might be 

compounds within the gastrointestinal tract, possibly endogenous, 

which are transported by the same system.  These compounds might 

then compete with pyridostigmine for uptake; differences in the 

amounts of competing compounds from subject to subject would 

produce the variation in availability.  Since all bioavailability 

studies were conducted with the subjects fasted at least 8 hours, 

food was not a factor in this study. 

The small rate constant of absorption (mean egual to 

0.373/hr) which is equivalent to a half-time of absorption of 

1.86 hours, is also consistent with a capacity-limited transport 

process.  Again, drug solubility is not likely to be an issue. 

Given in solution, pyridostigmine should be accessible to 

membranes almost immediately.  Arrival at the absorption site and 

crossing the membrane must be the rate limiting steps.  The time 

lag for absorption to begin, averaging over twenty minutes, 

represents the time required to arrive at the membrane transfer 

site, and variations in gastrointestinal motility might be 

responsible for the large differences observed in the time 

necessary to initiate absorption.  Alternatively, the transport 
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hypotheses postulated earlier could account for some of the 

observed differences in the delay of absorption. 

3.4.2  Pharmacodynamics 

Following pyridostigmine administration 

inhibition of erythrocyte acetylcholinesterase occurred. 

Inhibition increased rapidly during the intravenous infusion, 

reaching a mean of 30% at the end of the 30-minute infusion 

(Table 15).  Enzyme inhibition declined thereafter, and six hours 

after dosing the enzyme activity had returned to baseline.  The 

degree of inhibition at the end of the infusion varied almost 

twofold, from 22% to 39%.  Later, more than one and a half hours 

after the onset of the infusion, inhibition varied by as much as 

threefold, though the absolute differences between subjects were 

less, no more than 11%.  The mean inhibition as a function of 

time is shown in Figure 4, with data of individual patients 

depicted in Figures 4a, 4c, and 4e. 

Inhibition of erythrocyte acetylcholinesterase following oral 

pyridostigmine developed less rapidly (Table 16 and Figure 4). 

There was a gradual rise in mean inhibition with the peak 

occurring at three hours after dosing.  Inhibition was nearly 

constant, however, from 1.3 to 4.0 hours.  Thereafter, the 

proportion of enzyme inhibited declined so that 10 hours after 

dosing the mean inhibition was only 6%.  At 24 hours, the next 

sample time, no inhibition was measured.  Variations from subject 

to subject in the amount of inhibition achieved were greater 
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during the oral dosing than during the intravenous dosing 

(Figures 4b, 4d and 4f and Tables 15 and 16).  Differences 

between maximum and minimum amounts of inhibition at each sample 

time ranged from 10 to 20%.  At times later than 4 hours after 

the oral dose, some subjects had three to four times as much 

enzyme inhibition as others.  Ten hours after dosing, inhibition 

ranged from 2 to 11% of baseline enzyme activity. 

Inhibition of erythrocyte acetylcholinesterase above 20% was 

more effectively prolonged after oral dosing than after 

intravenous administration.  During the intravenous dose at least 

20% inhibition was reached in all subjects.  After the infusion 

was completed, however, the degree of inhibition fell rapidly. 

By 1.17 hours after the end of the infusion, inhibition was less 

than 20% in all subjects (Table 15).  The mean duration of 

inhibition greater than 20% was only 0.49 hours (Table 17).  The 

longest duration, observed in Subject 12, was only 1.08 hours. 

In contrast, after the oral dose, inhibition of erythrocyte 

acetylcholinesterase remained greater than 20% for an average of 

2.62 hours (Table 18).  Variability of inhibition was greater 

with oral than with intravenous administration.  After oral 

dosing, inhibition over 20% was present at only one measurement 

in Subject 9 (Table 16), while inhibition greater than 20% was 

present for 5 hours in Subject 14 (Table 18).  The maximal 

inhibition of erythrocyte acetylcholinesterase in each subject 

for each dosage form is provided in Tables 19 and 20.  The mean 

time to peak inhibition was 2.5 hours after oral dosing (Table 
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20), while in all cases but one (Subject 9) the peak inhibition 

with intravenous dosing was seen at 0.5 hours, corresponding to 

the end of the infusion (Table 15). 

For both the intravenous and oral dosing, the fraction of red 

blood cell acetylcholinesterase inhibition was plotted against 

the concentration of pyridostigmine in the plasma (Figure 5a and 

5b).  When the data points were connected in order of time after 

dosing, an anticlockwise loop was obtained.  A loop in this 

direction suggests that the effect of the drug is delayed 

relative to the plasma concentration of the drug.  The area 

within the hysteresis loop for both doses for each patient was 

calculated.  The mean area in the loop following the intravenous 

dose and the mean area in the loop following the oral dose were 

each significantly greater than zero.  In addition, the area of 

the loop during the intravenous dose was greater than that from 

the oral dose.  Data of individual subjects are detailed in 

Table 21. 

Since the above plots suggested a delay in the effect of the 

drug, we employed an effect compartment model to explain the 

delay.  The pharmacokinetic eguations previously described were 

used to estimate pyridostigmine in the effect compartment.  Using 

the oral and intravenous inhibition data simultaneously, we 

sought the KE0 and the IC50 concentration of pyridostigmine which 

best described the data. 

The ability to fit the data to this model was guite good 

(Table 22).  Correlations between the predicted inhibition and 
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observed inhibition were above 0.8 in all instances and in the 

majority of cases above 0.9.  The estimates had slightly higher 

correlations with the intravenous data than the oral data but the 

difference was not significant.  The sum of the weighted sguared 

residuals was small in all instances of fitting the intravenous 

data and in most instances for fitting the oral data.  The 

estimate was particularly high for the oral dosing of patient 10 

for reasons not apparent.  Curve fittings of the oral data were 

not as good as those for the intravenous data.  This may be due 

in part to the fact that the equations for the pyridostigmine 

concentrations did not describe the actual oral data as well as 

they did the intravenous data. 

The mean KE0, or rate constant of elimination from the effect 

compartment, was 3.4 2 per hour, equivalent to a half-time at 

steady state in the effect compartment of 0.2 hours (Table 23). 

There was a greater than fourfold variation in the magnitude of 

the estimates of this constant, from 1.22 to 5.76 per hour. 

These rate constants are equivalent to a half-time of effect of 

0.57 and 0.12 hours, respectively.  The concentration of pyrido- 

stigmine in the plasma which would produce 50% inhibition of 

effect at steady state, the IC50, also varied.  The mean of the 

estimates was 29.5 ng/ml.  Individual estimates, however, ranged 

from 17.3 to 41.1 ng/ml, a 2.5-fold difference. 

This analysis suggests that there are significant 

interindividual differences in the sensitivity of erythrocyte 

acetylcholinesterase to pyridostigmine.  These differences are 

48 



•anifest both in the time it would take, at a constant 

pyridostigmine concentration, to achieve steady state inhibition 

of enzyme and also in the amount of pyridostigmine required in 

the plasma to produce a given amount of inhibition of the 

erythrocyte acetylcholinesterase.  In the first instance, since 

three to five half-lives are required to reach steady state, one 

would expect that it would take from 20 minutes to 2.5 hours to 

actiieve steady state inhibition of enzyme, depending on the rate 

constant of elimination (KE0) from the effect compartment. 

Regarding the IC50 variability, if the pharmacokinetic parameters 

weire identical in a group of subjects, some subjects would still 

reiquire 2.5 times as much drug to produce a given effect as 

others.  Those with low IC50's would be sensitive to the drug and 

voiuld require lower doses, while those with elevated IC50's would 

reiquire larger amounts of drug. 

The effect compartment analysis, while useful, is not a 

completely accurate representation of the interaction between 

pyridostigmine and the erythrocyte acetylcholinesterase.  The 

imteraction is not really reversible, at least in the classical 

sense of almost instantaneous association and dissociation of 

eruzyme with inhibitor.  After carbamylation the hydrolysis, 

equivalent to dissociation, is delayed.  Furthermore, since the 

red blood cell is circulating in the plasma, the interaction 

between drug and enzyme should occur in the central, highly 

perfused, kinetic compartment.  Given these conditions, it seemed 

reasonable to model the interaction between enzyme and drug 
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producing enzyme inhibition using available information about the 

biochemistry of the enzyme.  It was assumed that separate rate 

constants describe the inactivation of enzyme by pyridostigmine 

and the reactivation of inactivated enzyme by hydrolysis.  These 

two constants were denoted K inactivation (KIN) and K 

reactivation (KRE), respectively.  Attempts at fitting the 

observed inhibition data to the model using the data from both 

the intravenous and oral doses simultaneously were 

unsuccessful; the inhibition which occurred at late time points 

following oral dosing could not be accurately estimated. 

However, when separate estimates were produced from the oral 

dosing and from the intravenous dosing, reasonable estimations of 

acetylcholinesterase inhibition could be produced.  As in the 

case of the effect model, estimates of the effect following the 

intravenous dose were marginally better than the estimates for 

the effects after the oral dose.  Sums of the weighted sguared 

residuals were small for both routes of administrations and in 

all patients.  Correlation coefficients for the relationship 

between the observed and predicted inhibition were greater than 

0.9 in all cases but one.  Correlation coefficents were higher 

for the estimates of the intravenous effects than for the oral 

(p <0.02 by paired t-test).  The data for the "goodness of fit" 

to this model for each subject are detailed in Table 24. 

Two estimates of each biochemical rate constant, one from the 

intravenous dosing and one from the oral dosing, were obtained 

for every subject and averaged (Table 25).  The two estimates for 
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each constant in each patient were generally similar. 

Nevertheless, the estimates in two subjects (10 and 19) using the 

data obtained after oral administration of drug were clearly at 

variance with the 34 other estimates.  The reasons for this are 

not apparent.  Subject 10 had unusual pharmacokinetics with a 

much greater plasma clearance of pyridostigmine than the other 

volunteers.  The parameter estimate for KIH generated from 

Subject 10's intravenous data is the largest estimate from the 

intravenous data, but the estimate for KRE is not substantially 

different from those generated in the other subjects.  The 

estimate of the constants in Subject 19 from the data following 

intravenous dosing of pyridostigmine and the pharmacokinetics of 

pyridostigmine appear similar to the estimates in the other 

subjects.  The two aberrant results have been excluded from the 

computation of the estimates of the mean and standard deviation 

of KIN and K^.     Whether the two unusual values are a conseguence 

of the curve fitting process and thereby artifactual, or whether 

they represent some unusual occurrence during the oral dosing of 

these two subjects, is not known. 

Excluding the aberrant results of Subjects 10 and 19 as 

described above, there was a coefficient of variation of 25 to 

33% in the estimates of the biochemical rate constants.  The mean 

inactivation rate constant was 0.087 ml/ng/hr and the mean 

reactivation rate constant was 2.736/hr.  The latter represents 

the rate at which inactive enzyme is reactivated.  This mean rate 

constant is eguivalent to a half-time of reactivation of 0.25 
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hours, indicating that, on the average, it would take three to 

five half lives, or 0.75-1.25 hours, for inactivated enzyme to be 

completely reactivated, even in the absence of pyridostigmine. 

The smallest reactivation rate constant was 1.65/hour.  In this 

subject it would take up to two hours to completely reactivate 

the enzyme.  The heterogeneity in these two rate constants is 

similar in magnitude to the variation in the magnitude of the 

effect compartment elimination rate constant and the IC50 

determined in the preceding analyses. 

The values for the two estimated constants can be expressed 

in the units used to describe biochemical reaction rate 

constants.  These are, in the case of K inactivation, liters per 

mole per minute, and in the case of the reactivation rate 

constant, per minute.  The estimate of the inactivation rate 

constant of pyridostigmine for acetylcholinesterase in intact 

erythrocytes is thus 26.3 + 8.2 x 10* L/mole/min.  This compares 

guite favorably to an estimate of 19.8 x 10* L/mole/min for ki, 

the reaction rate of pyridostigmine with purified bovine erythro- 

cyte acetylcholinesterase in vitro at 37°C measured by Watts and 

Wilkinson in 1977 (21), and an estimate of 1.6 x 10* L/mole/min 

for the inactivation rate of electric eel acetylcholinesterase 

performed in vitro by Wilson et al. (31).  The latter experiments 

were performed at 25 degrees Celsius; the reaction rate would be 

expected to be higher at body temperature (37°C) , in part 

explaining the tenfold difference.  The mean estimate obtained in 

the present study for the rate of enzyme reactivation (hydrolysis 
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restored immediately after drug is removed.  Rather, enzyme 

inhibition is gradually dissipated as the carbamylated, inhibited 

enzyme is reactivated by hydrolysis.  The intersubject variations 

in the estimates for the rate constants may represent true 

differences in the interactions between the drug and the enzyme, 

possibly related to molecular heterogeneity of the enzyme. 

Another possibility is that these differences are artifacts of 

the experimental, analytical, and mathematical processes which 

were required to obtain the estimates.  Small errors generated in 

each of these processes might have contributed sufficiently in 

the aggregate to produce the scatter in the estimates. 

4.  CONCLUSIONS 

Analysis of the experimental data from this study indicates 

that significant interindividual variation in erythrocyte acetyl- 

cholinesterase inhibition will result from a uniform dose of 

pyridostigmine.  This interindividual variation in drug effect is 

a consequence of two major factors: (1) the variation in the 

pharmacokinetic parameters in any group of individuals, and (2) 

the variability of the concentration-inhibition relationship 

(pharmacodynamics) between pyridostigmine and acetylcholin- 

esterase in different subjects. 

Pharmacokinetic variations appear to be at two major sites. 

The first major factor in the variability of pyridostigmine 

pharmacokinetics is in the bioavailability of the oral 
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formulation of the drug.  There were large differences in both 

the extent and rate of absorption of pyridostigmine in the 

volunteers in this trial.  The amount of drug absorbed from the 

liquid preparation given varied fourfold within these 18 

subjects.  This is presumably a situation where the pharmaceutics 

are optimal for drug absorption, i.e., a freely soluble drug 

adminstered in solution.  Other workers using different doses and 

different dosage forms have also seen significant variation in 

the extent of pyridostigmine absorption.  Differences in the time 

of onset of absorption were also observed.  Nevertheless, while 

these might be fairly significant for single dose administration, 

for chronic dosing the time lag for absorption would not be a 

major factor in the systemic availability of pyridostigmine. 

Second, there are large differences in the plasma clearance of 

pyridostigmine between healthy volunteers.  These differences 

cannot be explained on the basis of the estimated glomerular 

filtration rates of these individuals, even though the drug is 

apparently excreted primarily by the kidney.  This suggests that 

some other variable (as yet unidentified) is a major determinant 

of pyridostigmine elimination.  The large differences in the 

amount of drug entering the systemic circulation and in the 

variability in the rate at which drug leaves the systemic 

circulation would therefore be expected to result in large 

individual differences in the steady state plasma concentrations 

of pyridostigmine with any standard dosage regimen if it were 

applied to a large population. 
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The analyses of the concentration-inhibition 

(pharmacodynamic) relationship between pyridostigmine and 

erythrocyte acetylcholinesterase from this study also indicate 

that there is significant interindividual variation in enzyme 

inhibition at any given concentration of pyridostigmine.  Both 

analyses performed, i.e., the effect compartment model and the 

biochemical model, suggest that within the small number of 

subjects studied there is a twofold difference in the sensitivity 

of erythrocyte acetylcholinesterase to pyridostigmine.  Thus, 

even if a dosage form and dosage regimen could be devised to 

achieve a target pyridostigmine concentration in the plasma, 

there would be nearly a twofold difference in the amount of 

erythrocyte acetylcholinesterase inhibition in the population 

because of differences in the sensitivity of the enzyme to the 

drug.  To the extent that the red cell enzyme is a marker for 

acetylcholinesterase at other sites, protection against 

organophosphate poisoning would also be expected to be highly 

variable.  Therefore, a strategy to provide optimum protection 

against organophosphate poisoning may require individualized 

dosage regimens using the effect of the drug as the end point. 
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Table 1 

Sample Times with Measured Plasma Concentrations 
Below the Minimum Detectable Level Which were 

Not Included as Data Points for the Pharmacokinetic 
Curve Fitting1 

Subject IV Dosing PO Dosing 

8 2.0 
9 0.33, 0.917 

11 0.167, 0.25 
12 3.0 
13 0.417 5.0 
14 0.33 10.0 
16 2.5 2.0,3.5 
17 0.167 
19 0.417, 2.5 0.5, 6.0 

3.0, 3.5, 4.0 
21 0.83, 1.33 
22 7.0 
23 0.083, 0.417 

2.0 
24 2.5 

XA11 sample times are in hours after dosing. 
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Table 2 

Equations To Which the Plasma Pyridostigmine 
Concentrations Were Fit 

Constants: 
IVD intravenous dose 
OD  oral dose 
TI  duration of intravenous infusion 

Parameters to be estimated: 

V volume of the central compartment 
K10 rate constant from central compartment to outside 
K12 rate constant from central to peripheral compartment 
K21 rate constant from peripheral to central compartment 
KOI absorption rate constant, from outside to central 

compartment 
AVA availability of oral dose 
TL time lag for absorption to begin 

C(T) is the concentration of pyridostigmine at time T 

For the intravenous dose: 

C(T) = A(e'alpha*T- e"alpha*Ts) + B(e_beta*T - e"beta*Ts) 

where 

Ts - T - TI  for T > TI and 
Ts = 0      for T < or » TI 

A = (IVD/TI)*(K21 - alpha)/V/(alpha - beta)/alpha 
B = -(IVD/TI)*(K21 - beta)/V/(alpha - beta)/beta 

alpha and beta (alpha > beta) are the positive and negative 
roots of the quadratic: 

r*r + (K12 + K21 + K10)*r + K21*K10 - 0 

For the oral dose: 

C(T) « Ae-
alPha*To + Be-

beta*To + ce-
K01*To 

where 

To « T - TL  for T > TL and 
To - 0      for T < or - TL 

A » (AVA*OD/V)*K01*(K21 - alpha)/(alpha - beta)/(alpha - KOI) 
B = -1*(AVA*OD/V)*K01*(K21 - beta)/(alpha - beta)/(beta - KOI) 
C - (AVA*OD/V)*K01*(K21 - KOI)/(beta - KOI)/(alpha - KOI) 

alpha and beta (alpha > beta ) are the positive and negative 
roots of the same quadratic as used for the intravenous dose 
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Table 3 

Vital Statistics of Subjects Receiving Pyridostigmine 

SUB # WT sCr AGE EST CLcr** 
kg mg/ml yr ml/min 

1 65.7 .97 35 92.94 
2 64.4 1.13 25 116.23 
3 89.9 .87 27 122.75 
4 63.5 1.00 25 101.42 
5 60.3 .93 22 91.91 
6 52.2 .90 26 74.39 

7 80.5 .97 28 121.47 
8 75.9 .97 35 107.37 
9 76.5 1.30 30 151.94 

10 77.0 .97 31 113.07 
11 77.1 1.23 28 147.52 
12 79.2 1.15 29 140.41 
13 62.7 .97 30 92.92 
14 86.5 .97 24 135.18 
15 79.2 1.10 21 143.99 
16 104.8 1.00 27 164.48 
17 65.0 1.03 22 109.72 
18 78.8 .97 22 125.27 
19 61.6 1.10 22 111.05 
20 76.2 1.13 24 138.73 
21 72.3 1.10 19 133.65 
22 70.1 1.03 24 116.33 
23 83.0 1.05 20 145.25 
24 68.0 .95 32 96.90 

AVG   07-24 76.36 1.05 26.00 127.51 
STD DEV 07-24 9.87 .10 4.61 20.06 

SCr • serum creatinine 

** Calculated from the equation of Cockroft and Gault 
ClCr - ((140 - age)*(wt in kg))/72*SCr 
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Table 4 

Sampling times During and Following Intravenous Pyridostigmine 

SCHEDULED TIME OF SAMPLE 
0.000 0.083 0.167 0.250 0.333 0.417 0.500 0.583 0.667 0.750 0.833 0.917 1.000 1. 333 

SUBJ# ACTUAL TIME OF SAMPLE (HRS) 
7 0.000 0.083 0.167 0.250 0.333 0.417 0.500 0.583 0.667 0.750 0.833 0.917 1.000 1 333 
8 0.000 0.083 0.167 0.250 0.333 0.417 0.500 0.583 0.667 0.750 0.833 0.867 1.000 1, 333 
9 0.000 0.083 0.167 0.250 0.333 0.417 0.500 0.600 0.667 0.750 0.833 0.917 1.000 1 333 

10 0.000 0.083 0.167 0.250 0.333 0.417 0.500 0.583 0.667 0.750 0.833 0.917 1.000 1. 333 
11 0.000 0.083 0.167 0.250 0.333 0.417 0.500 0.583 0.667 0.750 0.833 0.917 1.000 1 .333 
12 0.000 0.083 0.167 0.250 0.333 0.417 0.500 0.583 0.667 0.750 0.833 0.917 1.000 1 333 
13 0.000 0.083 0.167 0.250 0.333 0.417 0.500 0.583 0.667 0.750 0.833 0.917 1.000 1. 333 
14 0.000 0.083 0.167 0.250 0.333 0.417 0.500 0.583 0.667 0.750 0.633 0.917 1.000 1 .333 
15 0.000 0.083 0.167 0.250 0.333 0.417 0.500 0.563 0.667 0.750 0.833 0.917 1.000 1 333 
16 0.000 0.083 0.167 0.250 0.333 0.417 0.483 0.583 0.667 0.750 0.833 0.917 1.000 1 .333 
17 0.000 0.083 0.167 0.250 0.333 0.417 0.500 0.583 0.667 0.750 0.833 0.917 1.000 1 333 
18 0.000 0.083 0.167 0.250 0.333 0.417 0.500 0.583 0.667 0.750 0.833 0.917 1.000 1 .333 
19 0.000 0.083 0.167 0.250 0.333 0.417 0.500 0.583 0.667 0.750 0.833 0.917 1.000 1 .333 
20 0.000 0.083 0.167 0.250 0.333 0.417 0.500 0.583 0.667 0.750 0.833 0.917 1.000 1 .333 
21 0.000 0.083 0.167 0.250 0.333 0.417 0.500 0.583 0.667 0.750 0.833 0.917 1.000 1 ,333 
22 0.000 0.083 0.167 0.250 0.333 0.417 0.500 0.583 0.667 0.750 0.833 0.917 1.000 1 .333 
23 0.000 0.083 0.167 0.250 0.333 0.417 0.500 0.583 0.667 0.750 0.833 0.917 1.000 1 .333 
24 0.000 0.150 0.167 0.250 0.333 0.417 0.500 0.583 0.667 0.750 0.833 0.917 1.000 1 .333 

* 18 18 18 18 18 18 18 18 18 18 18 18 18 IS 
MEAN 0.000 0.087 0.167 0.250 0.333 0.417 0.499 0.584 0.667 0.750 0.833 0.914 1.000 1 .333 

SD 0.000 0.016 0.000 0.000 0.000 0.000 0.004 0.004 0.000 0.000 0.000 0.012 0.000 0 ,ooc 
CV(Z) 0.000 18.210 0.000 0.000 0.000 0.000 0.803 0.686 0.000 0.000 0.000 1.289 0.000 0 .000 

MAX 0.000 0.150 0.167 0.250 0.333 0.417 0.500 0.600 0.667 0.750 0.833 0.917 1.000 1 .333 
MIN 0.000 0.083 0.167 0.250 0.333 0.417 0.483 0.583 0.667 0.750 0.833 0.867 1.000 1 .333 

SCHEDULED TIME OF SAMPLE 
1.667 2.000 2.500 3.000 3.500 4.000 5.000 6.000 7.000 8.000 10.000 12.000 24.000 

SUBJ# ACTUAL TIME OF SAMPLE (HRS) 
7 1.667 2.000 2.500 3.000 3.500 4.000 5.000 6.000 7.000 8.000 10.000 12.000 24.000 
8 1.667 2.000 2.500 3.000 3.500 4.000 5.000 6.000 7.000 8.000 10.000 12.000 24.000 
9 1.667 2.000 2.500 3.000 3.500 4.000 5.000 6.000 7.000 8.000 10.000 12.000 24.000 

10 1.667 2.000 2.500 3.000 3.500 4.000 5.000 6.000 7.000 8.000 10.000 12.000 24.000 
11 1.667 2.000 2.500 3.000 3.500 4.000 5.000 6.000 7.000 8.000 10.000 12.000 24.000 
12 1.667 2.000 2.500 3.000 3.500 4.000 5.000 6.000 7.000 8.000 10.000 12.000 24.000 
13 1.667 2.000 2.500 3.000 3.500 4.000 5.000 5.967 7.000 8.000 10.000 12.000 24.000 
14 1.667 2.000 2.500 3.000 3.500 4.000 5.000 6.000 7.000 8.000 10.000 12.000 24.000 
15 1.667 2.000 2.500 3.000 3.500 4.000 5.000 6.000 7.000 8.000 10.000 12.000 24.000 
16 1.667 2.000 2.500 3.000 3.500 4.000 5.000 6.000 7.000 8.000 10.000 12.000 24.000 
17 1.667 2.000 2.500 3.000 3.500 4.000 5.000 6.000 7.000 8.000 10.000 12.000 24.000 
18 1.667 2.000 2.500 3.000 3.500 4.000 5.000 6.000 7.000 8.000 10.000 12.000 24.000 
19 1.667 2.000 2.500 3.000 3.500 4.000 5.000 6.000 7.000 8.000 10.000 12.000 23.883 
20 1.667 2.000 2.500 3.000 3.500 4.000 5.000 6.000 7.000 8.000 10.000 12.000 23.950 
21 1.667 2.000 2.500 3.000 3.500 4.000 5.000 6.000 7.000 8.000 10.000 12.000 24.000 
22 1.667 2.000 2.500 3.000 3.500 4.000 5.000 6.000 7.000 8.000 10.000 12.000 24.000 
23 1.667 2.000 2.500 3.000 3.500 4.000 5.000 6.000 7.000 8.000 10.000 12.000 24.000 
24 1.667 2.000 2.500 3.000 3.500 4.000 5.000 6.000 7.000 8.000 10.000 12.000 24.000 

# 18 18 18 18 18 18 18 18 16 18 18 18 18 
MEAN 1.667 2.000 2.500 3.000 3.500 4.000 5.000 5.998 7.000 8.000 10.000 12.000 23.991 

SD 0.000 0.000 0.000 0.000 0.000 0.000 0.000 0.008 0.000 0.000 0.000 0.000 0.029 
CV(X) 0.000 0.000 0.000 0.000 0.000 0.000 0.000 0.130 0.000 0.000 0.000 0.000 0.122 

MAX 1.667 2.000 2.500 3.000 3.500 4.000 5.000 6.000 7.000 8.000 10.000 12.000 24.000 
MIN 1.667 2.000 2.500 3.000 3.500 4.000 5.000 5.967 7.000 8.000 10.000 12.000 23.883 
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Table  5 

Concentration of Pyridostigmine During and Following  Intravenous  Pyridostigmme 1.2 

SCHEDULED TIME OF SAMPLE 
0.00 0.08 0.17 0.25 0.33 0.42 0.50 0.58 0.67 0.75 0.83 0.92 1.00 1.33 

SUBJ# PYRIDOSTIGMINE CONCENTRATION ng/ml 
7 0.00 8.51 13.80 18.40 15.60 16.30 17.90 13.00 10.10 9.95 7.65 6.16^ 6.34 4.14 
8 0.00 9.69 20.90 18.90 14.50 13.50 11.70 10.80^ 

14.00 
8.15 5.82 5.26 4.34* 3.51 3.37 

9 0.00 4.75 8.73 13.60 25.90 18.30 20.30 9.24 9.19 6.29 2.63 6.27 4.04 
10 0.00 2.27 5.23 3.94 6.06 9.61 12.40 7.46 5.32 4.78 3.68 2.99 2.81 1.62 
11 0.00 5.11 3.37 19.20 23.30 27.80 25.70 19. SO 13.90 12.70 9.38 8.65 6.10 
12 0.00 3.37 10.40 20.30 30.90 28.10 22.10 16.30 12.80 17.30 8.30 8.30 9.06 6.17 
13 0.00 8.78 11.70 25.00 32.50 19.70 46.80 15.20 14.10 11.20 8.34 6.12 7.06 2.50 
1* 0.00 11.60 17.70 23.10 19.00 33.30 24.50 20.20 11.30 6.59 6.70 4.07 4.42 3.04 
15 0.00 8.11 13.90 18.20 16.40 14.00 18.00^ 12.50 8.67 8.96 5.37 3.86 5.30 2.25 
16 0.00 7.83 10.90 14.20 14.60 19.40 21.00* 11.00 8.64 10.70 7.20 5.83 5.85 2.63 
17 0.00 8.87 6.17 12.90 14.20 16.20 20.70 10.10 8.92 6.16 5.22 3.82 3.10 2.29 
18 0.00 6.90 10.50 12.30 12.90 20.60 18.90 14.50 10.50 5.67 5.50 4.61 4.37 3.19 
19 0.00 10.80 17.10 17.50 18.60 14.20 24.20 17.60 10.10 8.42 6.93 6.80 7.12 5.07 
20 0.00 9.09 12.60 20.50 19.90 26.80 29.50 18.10 16.80 10.30 6.98 6.26 5.18 5.79 
21 0.00 19.60 16.30 20.70 21.70 19.00 22.70 13.70 10.50 7.54 7.02 5.66 3.86 5.84 
22 0.00 7.80 14.90 22.40 21.80 24.80 20.60 11.60 11.30 8.55 6.59 4.80 6.36 4.09 
23 0.00 12.30^ 

9.91* 
8.39 16.70 22.60 14.90 20.50 12.70 11.00 14.80 9.26 7.74 3.86 4.24 

24 0.00 11.20 13.00 19.20 22.30 20.80 17.00 12.40 9.04 6.98 6.77 5.37 3.19 

* 18 18 17 18 18 18 18 18 18 18 18 18 18 18 
MEAN 0.00 8.63 12.38 16.39 19.20 19.68 22.24 14.53 11.07 9.38 7.00 5.56 5.47 3.86 

SD 0.00 3.84 4.18 5.93 6.35 5.96 7.54 4.23 3.27 3.34 1.95 1.84 1.79 1.44 
CV(Z) 0.00 44.50 33.78 36.20 33.08 30.30 33.91 29.12 29.52 35.62 27.82 33.03 32.79 37.14 
MAX 0.00 19.60 20.90 25.00 32.50 33.30 46.80 25.70 19.50 17.30 12.70 9.38 9.06 6.17 
MIN 0.00 2.27 5.23 3.37 6.06 9.61 11.70 7.46 5.32 4.78 3.68 2.63 2.81 1.62 

1.67  2.00  2.50 
SUBJ# 

7 
8 

9 
10 

11 
12 
13 
14 
15 
16 
17 
18 
19 
20 
21 

22 
23 
24 

# 
MEAN 

SD 
CV(X) 

MAX 
MIN 

SCHEDULED TIME OF SAMPLE 
3.00      3.50      4.00      5.00      6.00      7.00 

PYRIDOSTIGMINE CONCENTRATION ng/ml 
8.00     10.00     12.00    24.00 

2.86 2.58 2.71 1.95 2.15 0.00 0.00 0.00 0.00 0.00 0.00 0.00 
2.75 0.00 1.59 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 

1.81 2.38 2.21 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 

0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 
6.07 4.07 3.31 3.86 3.23 2.70 2.01 0.00 0.00 0.00 0.00 0.00 0.00 

4.66 3.31 2.53 1.74 1.57 0.00 0.00 o.oo4 0.00 0.00 0.00 0.00 0.00 
2.34 0.00 0.00 0.00 0.00 0.00 0.00 0.00* 0.00 0.00 0.00 0.00 0.00 

2.92 2.04 1.62 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 
1.97 2.63 1.83 2.07 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 

1.67 0.00 2.05 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 

1.71 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 

2.34 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 

3.16 1.81 6.59 3.66 3.71 1.34 0.00 0.00 0.00 0.00 0.00 0,00 

3.99 3.87 1.70 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 

2.41 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 

3.66 1.75 2.76 1.73 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 

3.80 0.00 2.92 0.00 0.00 0.00 0.00 0.00 0.00 

3.77 4.40 4.64 1.57 1.93 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 

18 18 18 18 18 17 17 17 17 17 18 17 17 

2.88 1.60 2.03 0.92 0.70 0.25 0.12 0.00 0.00 0.00 0.00 0.00 0.00 

1.35 1.63 1.76 1.32 1.24 0.73 0.49 0.00 0.00 0.00 0.00 0.00 0.00 

46.71 101.98 86.70 143.25 177.50 294.02 412.31 0.00 0.00 0.00 0.00 0.00 0.00 

6.07 4.40 6.59 3.86 3.71 2.70 2.01 0.00 0.00 0.00 0.00 0.00 0.00 

0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 

Sample was not obtained at the scheduled time.     See Table 4  for the time of sample. 
Concentrations are nanograms of pyridostigmine base/ml 
Concentrations  less than 1.5 ng/ml,  the lower limit of dectability 

of the assay are denoted 0.00 
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Table 6 

Sampling Times Following Oral Pyridostigmine 

SCHEDULED TIME OF SAMPLE 
0.00 0.25 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 

SUBJ# ACTUAL TIME OF SAMPLE (HRS) 
7 0.00 0.25 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 
8 0.00 0.25 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 
9 0.00 0.25 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 

10 0.00 0.25 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 
11 0.00 0.25 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 
12 0.00 0.25 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 
13 0.00 0.25 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 
14 0.00 0.25 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 
15 0.00 0.25 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 
16 0.00 0.25 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 
17 0.00 0.25 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 
18 0.00 0.25 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 
19 0.00 0.25 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 
20 0.00 0.25 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 
21 0.00 0.25 0.50 0.73 1.00 1.33 1.67 2.00 2.50 3.00 
22 0.00 0.28 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 
23 0.00 0.25 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 
24 0.00 0.25 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 

# 16 18 18 18 18 18 18 18 18 18 
MEAN 0.00 0.25 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 

3D 0.00 0.01 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 
CV(Z) 0.00 3.09 0.00 0.53 0.00 0.00 0.00 0.00 0.00 0.00 

MAX 0.00 0.26 0.50 0.75 1.00 1.33 1.67 2.00 2.50 3.00 
MIN 0.00 0.25 0.50 0.73 1.00 1.33 1.67 2.00 2.50 3.00 

SCHEDULED TIME OF SAMPLE 
3.50 4.00 5.00 6.00 7.00 8.00 10.00 12.00 24.00 

SUBJ# ACTUAL TIME OF SAMPLE (HRS) 
7 3.50 4.00 5.00 6.00 7.00 8.00 10.00 12.00 24.00 
8 3.50 4.00 5.00 6.00 7.00 8.00 10.00 12.00 24.00 
9 3.50 4.00 5.00 6.00 7.13 8.00 10.00 12.00 24.00 

10 3.50 4.00 5.00 6.00 7.00 8.00 10.00 12.00 24.37 
11 3.50 4.00 5.00 6.00 7.00 8.00 10.00 12.00 24.00 
12 3.50 4.00 5.00 6.00 7.00 8.00 10.00 12.00 24.00 
13 3.50 4.00 5.00 6.00 7.00 8.00 10.00 12.00 24.00 
14 3.50 4.00 5.00 6.00 7.00 8.00 10.00 12.00 24.00 
15 3.50 4.00 5.00 6.00 7.00 8.00 10.00 12.00 24.00 
16 3.50 4.00 5.00 6.00 7.00 8.00 10.00 12.00 24.00 
17 3.58 4.00 5.17 6.00 7.00 8.00 10.00 12.00 24.00 
18 3.50 4.00 5.00 6.00 7.00 8.00 10.00 12.00 24.00 
19 3.50 4.00 5.00 6.00 7.00 8.00 10.00 12.00 24.00 
20 3.50 4.00 5.00 6.00 7.00 8.00 10.00 12.00 24.00 
21 3.50 4.00 5.00 6.00 7.00 8.00 10.00 12.00 24.00 
22 3.50 4.00 5.00 6.00 7.00 8.00 10.00 12.00 24.00 
23 3.50 4.00 5.00 6.00 7.00 8.00 10.00 12.00 24.00 
24 3.50 4.00 5.00 6.00 7.00 8.00 10.00 12.00 24.00 

# 18 18 18 18 18 18 18 18 18 
MEAN 3.50 4.00 5.01 6.00 7.01 8.00 10.00 12.00 24.02 

SO 0.02 0.00 0.04 0.00 0.03 0.00 0.00 0.00 0.09 
CVCZ) 0.56 0.00 0.79 0.00 0.45 0.00 0.00 0.00 0.36 

MAX 3.58 4.00 5.17 6.00 7.13 8.00 10.00 12.00 24.37 
MIN 3.50 4.00 5.00 6.00 7.00 8.00 10.00 12.00 24.00 
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Table 7 

Plasma Concentration  of  Pyridostignune Following Oral  Pyndostigmine 1.2 

SUBJ# 
7 
6 
9 

10 
11 
12 
13 
14 
15 
16 
17 
ie 
IS 
20 
21 
22 
23 
2- 

0.00 

0.00 
0.00 
0.00 
0.00 
0.00 
0.00 
0.00 
0.00 
0.00 
0.00 

00 
CO 
00 
00 
00 
00 

SCHEDULED TIME OF SAMPLE 

0.25       0.50       0.75       1.00       1.33       1.67 

PYRIDOSTIGMINE CONCENTRATION 
00 
00 
00 
00 
11 

0.00 
0.00 
3.51 
0.00 
0.00 
0.00 

0.00 
0.00 

00 
16 
00 
93 
81 
80 
00 

43 
21 
27 
00 

12.70 
5.67 

61 
98 
00 
00 
75 

8.04 
15.40 
5.62 
5.02 
6.13 
7.77 

10.60 

8.2* 
6.44 

3.95 
2.33 

17.20 
4 .49 

13.50 
10.70 

8.33 
5.1* 
4.01 
2.66 

19.30 
6.28 

12.80 
14.50 

10.60 
17.90 
817. 
8.17* 
8.58 

14.10 
10.90 
10.90 

11.10 
14.80 
13.30 
6.30 

11.50 
11.40 
14.00 
11.60 

8.69 
*.72 
5.46 
3.28 

23.70 
7.0* 

16.80 
10.00 
10.90 
1.67 

13.80 
11.80 
11.00 
9.86 
9.7* 
9.23 

16.10 
10.00 

12.30 
6.56 
6.01 
3.56 

19.90 
11.70 
14.40 
9.07 

14.60 
3.75 

10.20 
11.90 
8.45 

14.00 
10.10 
10.10 
15.30 
13.00 

2.00 
rig/mi 
9.72 
8.03 
4.91 
*.57 

16.30 
13.90 
14.30 
16.20 
12.30 
10.20 
10.50 
7.74 
8.39 

13.60 
10.90 
7.57 

13.90 
10.60 

2.50       3.00 

9.63 
7.15 

14.60 
13.20 
16.70 
20.90 
10.90 

10.30 
5.56 
8.17 

13.40 
9.38 

13.80 
12.20 
*.21 
7.26 

14.80 
8.75 

13.50 
14.00 
13.50 
7.96 
8.37 
5.26 
5.0* 

12.10 
7.35 
8.17 

12.30 
9.98 

# 
MEAN 

SD 
:vo 

MAX 

MIN 

18 18 

0.00       1.35 

0.00       1.90 

ERR  140.82 

0.00       5.11 

18 
6.01 

4.2* 
70.59 
15.40 

18 
8.96 
4.85 

54.15 

17.90 

0.00       0.00       0.00       0.00 

18 
9.71 
4.97 

51.13 
19.30 
0.00 

18 
10.21 
5.22 

51.17 
23.70 

18 
10.83 
4.22 

38.97 
19.90 

18 
10.76 
3.51 

32.62 
16.30 

18 18 
9.82 9.92 
4.4 9 3.42 

*5.77 3*.51 
20.90 1*.60 

1.67       3.56       4.57       4.5*       *.21 

SCHEDULED TIME OF SAMPLE 
3.50 4.CO 5.00 6.00 7.00 8.00 10.00 12.00 2*. 00 

SUBJ# PTOIDOSTIGMINE CONCENTRATION rig/ml 
7 10.90 8.48 5.08 2.69 *.25 0.00 0.00 0.00 0.00 
8 9.30 9.24 4.96 3.22 2.2*# 1.80 0.00 0.00 0.00 
9 5.00 6.19 6.65 2.11 1.75* 0.00 0.00 0.00 0.00 

10 6.62 5.67 5.76 2.01 2.21 0.00 0.00 0.00 o.oo' 
11 9.84 11.90 9.18 7.99 6.88 5.08 2.0* 0.00 0.00 
12 12.20 10.20 6.62 4.10 2.70 2.50 0.00 0.00 0.00 
13 13.40 11.10 16.20 5.55 3.17 4.21 0.00 0.00 0.00 
14 13.90 11.60 12.70 7.59 6.*5 0.00 1.92 0.00 
15 12.00 13.20 11.50 6.22 2.56 0.00 0.00 0.00 0.00 
16 5-30. 7.53 7.02^ 6.28 4.61 3.57 2.20 0.00 0.00 
17 6.28* 6.53 4.69 3.32 0.00 0.00 0.00 0.00 0.00 
18 4.28 3.45 3.06 0.00 0.00 0.00 0.00 0.00 0.00 
19 3.7* 5.38 3.99 7.02 2.59 1.78 0.00 0.00 0.00 
20 12.10 8.1* 5.*5 *.07 5.90 3.50 4.58 1.56 0.00 
21 3.76 5.70 2.33 3.90 3.3* 0.00 0.00 0.00 0.00 
22 7.67 5.91 *,77 3.56 0.00 1.93 0.00 0.00 0.00 
23 13.10 8.57 7.*6 4   89 4.60 5.29 1.69 0.00 2.20 
24 9.0* 9.45 4   62 3.*1 2.63 2.13 1.8* 0.00 0.00 

# 18 18 18 16 18 17 18 18 16 

MEAN 8.80 8.2* 6.78 4.3* 3.10 1.99 0.69 0.19 0.12 
SD 3.55 2.67 3.56 2.11 2.06 2.07 1.28 0.37 0.52 

CV(I) 40.37 32.42 52.56 48.65 66.*7 109.63 186.20 292.58 424   26 

MAX 13.90 13.20 16.20 7.99 6.88 5.50 4   58 1.92 2.20 

MIN 3.7* 3.45 2.33 0.00 0.00 0.00 0.00 0.00 0.00 

Sample was not obtained  at tha  scheduled tuna.     See Tabla 6 for  the  time of  sample 
Concentrations  are nanograns of pyridostignune base/ml 
Concentrations  lass  than  1.5 ng/ml,   tha  lower  limit of dectability 

of tha assay are denoted 0.00 
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Table 8 

Indicators of "Goodness of Fit" for the Phannacokinetic 
Curve Fitting 

IV PO 
SUB # SUM Of WEIGHTED 

SQUARED RESIDUALS 
CORREL SUM Of WEIGHTED 

SQUARED RESIDUALS 
CORREL 

7 3.134 .976 4.221 .924 
8 2.192 .985 7.625 .846 
9 1.664 .989 3.591 .878 

10 1.803 .961 3.990 .822 
11 2.425 .989 2.718 .973 
12 7.669 .967 7.514 .888 
13 13.916 .928 2.402 .971 
14 3.366 .987 8.474 .891 
15 4.277 .967 4.609 .948 
16 1.604 .983 2.253 .959 
17 1.375 .984 .652 .984 
18 1.987 .974 .648 .990 
19 1.551 .987 4.088 .908 
20 3.677 .981 6.431 .911 
21 1.348 .988 4.971 .904 
22 2.351 .988 2.633 .934 
23 5.649 .933 2.745 .971 
24 2.098 .988 2.294 .971 

AVG 3.449 .975 3.992 .926 
STD DEV 3.091 .018 2.288 .049 
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Table 9 

Estimates of the Phanrtacokinetic Microconstants for Pyridostigmine 

SUB # VOL K10 K12 K21 KOI  BIOAVA TLAG 
L hr-1 hr"1 hr-1 hr-1 hr 

7 12.969 3.150 5.740 1.927 .367 .254 .347 
8 33.444 1.535 .976 1.337 .284 .265 .391 
9 23.227 2.077 1.811 1.043 .236 .194 .359 

10 42.990 2.109 2.350 1.523 .193 .393 .596 
11 20.739 1.106 1.478 .584 .580 .250 .174 
12 20.965 1.819 1.685 1.711 .292 .248 .341 
13 10.687 3.707 1.483 1.259 .268 .341 .388 
14 14.074 3.064 1.655 1.016 .188 .511 .202 
15 13.739 3.394 4.141 1.389 .306 .371 .673 
16 6.683 9.994 24.961 7.802 .149 .387 1.305 
17 11.882 5.649 4.655 3.323 .310 .354 .332 
18 16.691 1.985 2.849 .607 1.441 .147 .422 
19 10.209 4.804 5.261 3.046 .334 .213 .151 
20 13.529 2.915 2.618 1.543 .202 .333 .346 
21 8.642 5.959 4.995 3.263 .272 .244 .223 
22 17.323 2.081 2.201 .731 .503 .186 .229 
23 19.976 2.180 2.429 1.985 .298 .355 .145 
24 16.592 2.000 2.485 .922 .495 .203 .213 

AVG  17.465 3.307 4.098 1.945 .373 .292 .380 
STD DEV 8.93 0 2.159 5.405 1.690 .290 .094 .272 
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Table 10 

Estimates of the Pharmacokinetic Macroconstants for Pyridostigmine 

SUB # ALPHA BETA A(IV) B(IV) A(PO) B(PO) C(PO) 
hr"1 hr"1 ng/ml ng/ml ng/ml ng/ml ng/ml 

7 10.223 .594 -11.706 -32.391 -6.285 -43.960 50.093 
8 3.208 .640 -34.992 -65.396 -5.645 -17.281 22.980 
9 4.444 .488 -15.358 -22.867 -4.161 -11.372 15.494 

10 5.386 .596 -6.399 -13.867 -2.812 -8.691 11.491 
11 2.950 .219 -26.573 -55.226 -26.227 26.594 -.335 
12 4.528 .687 -18.174 -43.529 -6.169 -24.042 30.173 
13 5.618 .830 -27.758 -18.440 -14.972 -13.974 29.057 
14 5.128 .607 -29.098 -24.435 -12.759 -14.951 27.737 
15 8.360 .564 -13.484 -23.667 -9.336 -34.505 43.876 
16 40.848 1.909 -5.909 -22.550 -1.812 -7.473 9.279 
17 12.072 1.555 -9.726 -15.260 -6.757 -12.900 19.690 
18 5.210 .231 -16.513 -30.374 -32.303 8.219 24.118 
19 11.880 1.232 -12.689 -25.133 -5.154 -13.611 18.725 
20 6.370 .706 -18.533 -28.984 -7.083 -15.037 22.073 
21 12.683 1.533 -12.953 -19.682 -5.417 -9.791 15.198 
22 4.688 .324 -24.370 -36.178 -12.111 29.152 -16.965 
23 5.855 .739 -12.401 -31.626 -7.523 -30.530 37.962 
24 5.042 .366 -17.336 -32.261 -11.993 57.001 -45.109 

AVG     8.583    .768 -17.443 -30.104  -9.918  -7.620  17.530 
STD DEV   8.610    .479   8.116  13.381   7.940  24.391  21.983 
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Table 11 

Estimates of the Area Under the Concentration-Time Curve and 
Clearance of Pyridostigmine 

SUB #  AUC(IV) AUC(PO) DOSE(IV) DOSE(PO) 
ng-hr/ml ng-hr/ml  ug      ug 

CL      CL      CL 
ml/min ml/min/kg ml/ml GFR 

7 22.05 62.14 900.73 9995.15 680.85 8.46 5.61 
8 16.77 52.02 860.66 10095.00 855.61 11.27 7.97 
9 19.11 41.54 922.14 10328.41 804.11 10.51 5.29 

10 10.13 44.45 918.63 10248.01 1510.95 19.62 13.36 
11 40.90 111.81 938.26 10257.15 382.34 4.96 2.59 
12 25.73 67.06 980.98 10300.24 635.43 8.02 4.53 
13 23.10 88.70 915.16 10309.44 660.32 10.53 7.11 
14 22.32 120.34 962.67 10158.16 718.74 8.31 5.32 
15 18.58 80.98 866.09 10187.92 777.07 9.81 5.40 
16 14.23 58.36 950.27 10065.18 1113.07 10.62 6.77 
17 12.49 54.63 838.53 10361.55 1118.67 17.21 10.20 
18 23.44 46.02 776.69 10391.74 552.16 7.01 4.41 
19 18.91 44.70 927.57 10272.74 817.49 13.27 7.36 
20 23.76 86.86 936.95 10291.64 657.29 8.63 4.74 
21 16.32 49.13 840.21 10355.23 858.22 11.87 6.42 
22 25.25 53.39 910.13 10320.92 600.77 8.57 5.16 
23 22.01 84.95 958.80 10412.92 725.90 8.75 5.00 
24 24.80 62.50 823.07 10231.68 553.18 8.14 5.71 

AVG 
STD DEV 

21.11 
6.70 

67.20 
23.43 

901.53 
55.50 

10254.62 
115.06 

779.01 
258.29 

10.31 
3.53 

6.27 
2.42 

73 



p 
to 

CO  O 
in 
H 

o *r O O 
CM 
m 

o t*> O 
in 
CO CM 

ON 

(M 

CO 
co 

VO  ON H 
O H 

H H 

m 
m 

ON  CO 
CO CO 

VD 
m 

CO 
ON 

n 
VO 
H 

CO  "* 
•<*• o 

o 
in 

r- o 
VD 

in 
0N 

*> 

Q 
en 

CO H H m Tf w 
H»C  HH         VO 

r-l iH 
O 
in 

CO CM O CO CO ON 
(N •* vo n H r» 

vo 
in 
o 
CM 

co m in iH in co 
vo o in co r* in 

c-> 

n ^ ^ ON r*> «-H 
r* co in eg vo OJ 

co in o ON •*• vo 
o in co in co o 
r-i  CM  CM  r-t CM 

05 
o 

id 
H 

JS 

CM 

ri 
CM 

CM 
CM 

CM 

o 
(N 

ON 

co 

as VD 
o 
in CM 

(^ o VD 
in 
in 

< co 
2 m 

CO VD 
m r-t 

o 
rH 

in 
C\J 

< co 
2  CO in H 

CM o VD 

n 

§s 
CO 
VD 

o 
n 

*r H o 
ON 

ON 

r-> 

Z f"1 
CM 

VD 
H 

o in 
co CM 

m 
in 

o 
r-t 
in 

O 
O 

CM o en 
CM 

CO 
co 

£3 
CM 

vO 
H 

0> 
CM 

« rH o CO 

g3 
CM 

CM 
r- 
CM 

O 
VD 
H 

t* 
n 

o 
VD 

CM 

m 
CM 

CM 
CM 

CM 

o 
CM 

c* 

CD 

<(MO\ 
z n H 

CM ov CM in (^ o 
n H *r in rH *r 

riNHHn 

si 

g 

co in eg ^ CM ON 
I-H vo r» in in eg 

<N n CM       CM 

in r-> ON r» co co 
n vo ON ON in co 
NNd 

moHtn^ 
CO   CM   rH   rH 

CM   r-t 

VD 
VD 

t 

£ 

z 

NMflrlrllft 
VD O O VD CO «* 
N H NrllM 

co •-< vo co in vo 
VO VO in VO CM ON 
rH rH CM    rH 

vo in ON r~ ON eg 
N oo « n  ON 

o 

ON 
CO 

ON 

o 
in 

e-> 
VD 
CM 

m 
r» 
00 

CO 
ON 
VD 

< OMN nin 
nNOBNOv 
HfllOriHPI 

SSSfcrHPHrH a, a, a, u, K u, & 

o o o o o o 
o o o o o   • 

iC V 
2 H N <r VD CO CNI 
<  I I   I       II 
3 o o o o o o 
CD O O O O O O • ••••• 

O rH  <N  ^r  VD  CO 

88888^ 
afi      • •     •      •      •  ^* 
Z <H <N « vp 00 fM a i i          i 3 o o o o o o 
CO. o o o o o o • ••••• 

O rH CM ^ VO 00 (N 

74 



Table 13 

Recovery of Pyridostigmine in the Urine after 
Intravenous and Oral Administration of 

Pyridostigmine Bromide 

SUBJ# 

INTRAVENOUS ADMINISTRATION 
URINARY     DOSE      % 

RECOVERY-ug   ug    EXCRETED 

ORAL ADMINISTRATION 
URINARY     DOSE     % 

RECOVERY-ug   ug   EXCRETED 

17 640 839 76.3 
18 438 777 56.4 
19 788 928 84.9 
20 510 937 54.4 
21 379 840 45.1 
22 326 910 35.8 
23 324 959 33.8 
24 556 823 67.6 

MEAN 495 877 56.8 
SD 163 65 18.5 

CV(%) 33 7 32.6 
MAX 788 959 84.9 
MIN 324 777 33.8 

2056 
698 
873 

1263 
501 
943 

1189 
1207 

1091 
471 
43 

2056 
501 

10362 
10392 
10273 
10292 
10355 
10321 
10413 
10232 

10330 
62 
1 

10413 
10232 

19.8 
6.7 
8 

12 
4 
9 

11 
11.8 

10.6 
4.6 

43.1 
19.8 
4.8 
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Table 14 

Pyridostigmine Renal Clearance and Bioavailability 
Calculated Using Urinary Excretion Data 

SUBJ# 

17 
18 
19 
20 
21 
22 
23 
24 

MEAN 
SD 

CV(%) 
MAX 
MIN 

RENAL CLEARANCE1 

ml/min 

854 
311 
694 
357 
387 
215 
245 
374 

430 
225 
52 

854 
215 

BIOAVAILABILITY 
% 

26.0   I '35.4)3 

11.9 '14.7) 
10.0 ;21.3) 
22.5 '33.3) 
10.7 '24.4) 
25.5 '18.6) 
33.8 '35.5) 
17.5 '20.3) 

19.7 :29.2) 
8.6 '   9.4) 

43.7 '32.2) 
33.8 [35.5) 
10.0 [14.7) 

1 Calculated from the total clearance times the fractional 
excretion of unchanged pyridostigmine into the urine. 

2 Calculated by dividing the fractional excretion of 
pyridostigmine into the urine after oral dosing by 
the fractional excretion of urine into the urine 
after intravenous dosing. 

3 Values in ( ) represent the parameter estimate of bio- 
availability determined from the curve fitting process 
(Table 9). 
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Table   15 

Inhibition of Erythrocyte Acetylcholinesterase During and Following  Intravenous  Pyridostigmine 

SUBJ# 
7 
8 
9 

10 
11 
12 
13 
14 
15 
16 
17 
18 
19 
20 
21 
22 
23 
24 

# 
MEAN 

SD 
CV(I) 

MAX 
MIN 

SCHEDULED TIME OF SAMPLE 
0.00  0.25  0.50  0.75  1.00  1.33  1.67  2.00  3.00  4.00 

INHIBITION OF ERYTHROCYTE ACETYLCHOLINESTERASE 
6.00       24.00 

0.00 0.18 0.29 0.26 0.23 0.18 0.15 0.12 0.08 0.05 0.03 -0.02 
0.00 0.22 0.28 0.22 0.18 0.12 0.09 0.08 0.06 0.00 -0.03 -0.03 
0.00 0.14 0.27 0.29 0.23 0.21 0.17 0.13 0.10 0.06 0.01 0.04 

0.00 0.14 0.26 0.22 0.17 0.16 0.14 0.10 0.09 0.04 -0.02 -0.04 

0.00 0.13 0.29 0.28 0.25 0.21 0.14 0.14 0.06 0.02 0.02 -0.03 
0.00 0.20 0.33 0.29 0.24 0.24 0.11 0.13 0.11 0.05 °-03* -0.03 
0.00 0.19 0.39 0.24 0.20 0.13 0.09 0.06 0.06 0.02 0.00* -0.01 
0.00 0.20 0.32 0.25 0.18 0.14 0.10 0.06 0.06 0.01 -0.01 0.02 
0.00 0.18 0Z8» 0.24 0.22 0.16 0.15 0.10 0.06 0.01 0.01 0.02 
0.00 0.17 0.26* 0.24 0.19 0.15 0.12 0.11 0.11 0.01 0.01 0.03 
0.00 0.16 0.29 0.24 0.19 0.12 0.09 0.07 0.04 0.03 0.00 0.03 
0.00 0.12 0.22 0.19 0.14 0.10 0.06 0.05 0.05 0.00 0.00 0.01 
0.00 0.19 0.36 0.29 0.28 0.23 0.16 0.13 0.07 0.05 0.03 0.02' 
0.00 0.19 0.32 0.27 0.23 0.19 0.15 0.12 0.06 0.03 0.02 0.00' 
0.00 0.17 0.29 0.22 0.16 0.12 0.10 0.06 0.06 0.04 0.01 0.00 
0.00 0.21 0.30 0.23 0.18 0.14 0.10 0.09 0.05 0.03 0.01 0.00 
0.00 0.15 0.29 0.27 0.19 0.17 0.15 0.10 0.07 0.03 0.05 -0.01 
0.00 0.14 0.31 0.23 0.19 0.16 0.12 0.12 0.07 0.03 0.02 -0.04 

18 18 18 18 18 18 18 18 18 18 18 18 
0.00 0.17 0.30 0.25 0.20 0.16 0.12 0.10 0.07 0.03 0.01 0.00 
0.00 0.03 0.04 0.03 0.04 0.04 0.03 0.03 0.02 0.02 0.02 0.03 
0.00 17.11 12.94 11.58 17.40 24.83 25.25 29.44 28.99 63.19 182.29 1150.45 
0.00 0.22 0.39 0.29 0.28 0.24 0.17 0.14 0.11 0.06 0.05 0.04 

0.00       0.12       0.22       0.19       0.14       0.10       0.06       0.05       0.04       0.00     -0.03       -0.04 

Sample was not obtained at the  scheduled time.     See Table  4   for  the time of sample. 
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Table 16 

Inhibition of Erythrocyte Acetylcholinesterase Following Oral Pyridostigmine 

SCHEDULED TIME OF SAMPLE 
0.00 0.25 0.50 0.75 1.00 1.33 1.67 2.00 3.00 4.00 6.00 8.00 10.00 24.00 

SUBJ# INHIBITION OF ERYTHROCYTE ACETYLCHOLINESTERASE (Z) 
7 0.00 0.02 0.11 0.14 0.17 0.19 0.27 0.29 0.31 0.26 0.16 0.11 0.06 0.02 
8 0.00 0.01 0.04 0.10 0.11 0.10 0.19 0.20 0.26 0.25 0.11 0.07 0.05 0.00 
9 0.00 0.03 0.06 0.10 0.11 0.14 0.14 0.17 0.19 0.22 0.14 0.08 0.08 0.01 

10 0.00 0.03 0.05 0.08 0.10 0.14 0.17 0.21 0.25 0.22 0.11 0.06 0.04 0.02' 
11 0.00 -0.01 0.12 0.22 0.31 0.34 0.34 0.29 0.29 0.25 0.17 0.10 0.05 -0.01 
12 0.00 -0.02 0.07 0.11 0.14 0.18 0.23 0.27 0.30 0.25 0.11 0.07 0.02 -0.03 
13 0.00 0.00 0.12 0.20 0.28 0.33 0.33 0.32 0.35 0.34 0.18 0.13 0.08 -0.02 
L* 0.00 -0.01 0.04 0.17 0.25 0.27 0.28 0.32 0.31 0.30 0.21 0.12 0.09 -0.04 
15 0.00 0.02 0.01 0.06 0.14 0.22 0.27 0.33 0.39 0.36 0.22 0.11 0.07 -0.04 
16 0.00 0.01 0.00 -0.01 -0.01 0.02 0.07 0.14 0.20 0.19 0.20 0.14 0.08 -0.01 
17 0.00 -0.01 0.09 0.18 0.23 0.29 0.31 0.30 0.28 0.26 0.13 0.09 0.04 0.00 
18 0.00 0.01 0.09 0.18 0.20 0.22 0.21 0.20 0.17 0.15 0.05 0.03 0.02 -0.04 
19 0.00 0.10 0.20 0.26 0.31 0.30 0.27 0.25 0.21 0.17 0.12 0.07 0.08 0.01 
20 0.00 0.00 0.07 °-n* 0.15 0.17 0.21 0.25 0.29 0.23 0.16 0.07 0.09 0.01 
21 0.00 "°01* 0.05 0.10* 0.16 0.18 0.20 0.22 0.17 0.14 0.06 0.05 0.05 0.00 
22 0.00 0.04* 0.11 0.18 0.27 0.26 0.23 0.25 0.27 0.22 0.10 0.06 0.04 -0.01 
23 0.00 0.04 0.11 0.15 0.21 0.24 0.26 0.25 0.27 0.23 0.15 0.13 0.08 0.01 
24 0.00 -0.01 0.15 0.17 0.25 0.25 0.30 0.31 0.26 0.21 0.12 0.08 0.11 0.04 

# 18 18 18 18 18 18 18 18 18 18 18 18 18 18 
MEAN 0.00 0.01 0.08 0.14 0.19 0.21 0.24 0.25 0.27 0.24 0.14 0.09 0.06 0.00 

SD 0.00 0.03 0.05 0.06 0.08 0.08 0.07 0.06 0.06 0.06 0.05 0.03 0.03 0.02 
CV(Z) 0.00 213.69 60.16 46.26 44.99 38.75 29.05 21.71 22.58 24.44 34.03 35.35 40.45 513.21 

MAX 0.00 0.10 0.20 0.26 0.31 0.34 0.34 0.33 0.39 0.36 0.22 0.14 0.11 0.04 
MIN 0.00 -0.02 0.00 -0.01 -0.01 0.02 0.07 0.14 0.17 0.14 0.05 0.03 0.02 -0.04 

Sample was not obtained at the scheduled time.  See Table 6 for the time of sample. 
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Table 17 

Duration of Inhibition of Erythrocyte Acetylcholinesterase 
After 1.3 mg of Pyridostigmine Bromide Intravenously 

EARLIEST TIME OF LATEST TIME OF DURATION OF AChE 
AChE INHIBITION AChE INHIBITION INHIBITION 

SUBJ# ABOVE 2 0% ABOVE 20% ABOVE 20%* 

7 0.50 1.00 0.50 
8 0.25 0.75 0.50 
9 0.50 1.33 0.83 

10 0.50 0.75 0.25 
11 0.50 1.33 0.83 
12 0.25 1.33 1.08 
13 0.50 1.00 0.50 
14 0.25 0.75 0.50 
15 0.50 1.00 0.50 
16 0.48 0.75 0.27 
17 0.50 0.75 0.25 
18 0.50 0.50 0.222 

19 0.50 1.33 0.83 
20 0.50 1.00 0.50 
21 0.50 0.75 0.25 
22 0.25 0.75 0.50 
23 0.50 0.75 0.25 
24 0.50 0.75 0.25 

MEAN 0.44 0.92 0.49 
SD 0.11 0.26 0.25 

CV(%) 24.01 28.06 52.09 
MAX 0.50 1.33 1.08 
MIN 0.25 0.50 0.22 

1 The method of determining duration for this table (except for 
Subject 18, see below) was by subtracting the time of the first 
measured value from the time of the last measured value over 20%. 
This is conservative in defining the actual duration of time above 
20% and should be considered at least likely to be an 
underestimate of the true duration. 

2 As mentioned in the text and shown in Table 15, Subject 18 had 
only one value in excess of 20%.  Applying the method used 
elsewhere in this table would give a duration of 0 hours of 
inhibition in excess of 20% of baseline, which is clearly 
incorrect.  In this subjects case only, the degree of inhibition 
was determined by linear interpolation using the values bounding 
the single measured inhibition of more than 20%. 
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Table 18 

Duration of Inhibition of Erythrocyte Acetylcholinesterase 
After 16 mg of Pyridostigmine Bromide Orally 

EARLIEST TIME OF LATEST TIME OF DURATION OF AChE 
AChE INHIBITION AChE INHIBITION INHIBITION 

SUBJ# ABOVE 20% ABOVE 20% ABOVE 20%L 

7 1.67 4.00 2.33 
8 2.00 4.00 2.00 
9 4.00 4.00 1.172 

10 2.00 4.00 2.00 
11 0.75 4.00 3.25 
12 1.67 4.00 2.33 
13 0.75 4.00 3.25 
14 1.00 6.00 5.00 
15 1.33 6.00 

6.00J 
4.67 

16 3.00 3.00 
17 1.00 4.00 3.00 
18 1.00 2.00 1.00 
19 0.50 3.00 2.50 
20 1.67 4.00 2.33 
21 1.67 2.00 0.33 
22 1.00 4.00 3.00 
23 1.00 4.00 3.00 
24 1.00 4.00 3.00 

MEAN 1.50 4.06 2.62 
SD 0.87 1.11 1.15 

CV(%) 57.76 27.37 43.80 
MAX 4.00 6.00 5.00 
MIN 0.50 2.00 0.33 

1 The method of determining duration for this table (except for 
Subject 9, see below) was by subtracting the time of the first 
measured value from the time of the last measured value over 20%. 
This is conservative in defining the actual duration of time above 
20% and should be considered at least likely to be an 
underestimate of the true duration. 

2 As mentioned in the text and shown in Table 16, Subject 9 had only 
one value in excess of 20%.  Applying the method used elsewhere in 
this table would give a duration of 0 hours of inhibition in 
excess of 20% of baseline, which is clearly incorrect.  In this 
subject's case only, the degree of inhibition was determined by 
linear interpolation using the values bounding the single measured 
inhibition of more than 20%. 

3 Inhibition at 4 hours was 19%. 
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Table 19 

Maximal Inhibition of Erythrocyte Acetylcholinesterase 
With 1.3 mg of Pyridostigmine Bromide Intravenously 

MAXIMAL 
SUBJECT # INHIBITION (%) 

7 29 
8 28 
9 29 

10 26 
11 29 
12 33 
13 39 
14 32 
15 28 
16 26 
17 29 
18 22 
19 36 
20 32 
21 29 
22 30 
23 29 
24 31 

Mean 3 0 
SD 3.8 
CV (%) 12.7 
MAX 39 
MIN 22 
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Table 20 

Maximal Inhibition of Erythrocyte Acetylcholinesterase 
With 16 mg of Pyridostigmine Bromide Orally 

MAXIMAL 
JEC] 1 #      INHIBITION 

7 31 
8 26 
9 22 

10 25 
11 34 
12 30 
13 35 
14 32 
15 39 
16 20 
17 31 
18 22 
19 31 
20 29 
21 22 
22 27 
23 27 
24 31 

Mean 29 
SD 5.1 
CV (%) 17.1 
MAX 39 
MIN 20 

(%) 
TIME AFTER DOSE TO 

PEAK INHIBITION (hrs) 

3, 
3, 
4, 
3, 
1, 
3, 
3, 
2, 
3, 
3, 
1 
1 
1, 
3, 
2, 
3 
3, 
2 

0 
0 
0 
0 
67 
0 
0 
0 
0 
0 
67 
33 
0 
0 
0 
0 
0 
0 

2.5 
0.8 

30.9 
4.0 
1.0 
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Table 21 

Area within the Hysteresis Loop 

SUB # IV CURVE PO CURV 

7 242.195 104.040 
8 197.285 39.090 
9 264.740 35.600 

10 68.450 3.885 
11 96.955 198.335 
12 261.205 53.730 
13 437.330 156.225 
14 332.490 146.970 
15 225.785 151.300 
16 181.780 61.760 
17 204.725 157.790 
18 140.495 141.060 
19 308.875 85.010 
20 324.390 91.130 
21 263.840 70.655 
22 241.605 111.635 
23 250.070 115.860 
24 185.295 114.140 

AVG 234.862 101.956 
STD DEV 87.470 51.459 

p vs zero 7.25 x 10"3 0.048 

Paired t, p » 1.65 x 10"5 
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Table 22 

Indicators of "Goodness of Fit" for the Curve Fitting 
to the Effect Model 

IV PO 
SUB #     SUM of WEIGHTED  CORREL   SUM of WEIGHTED   CORREL 

SQUARED RESIDUALS SQUARED RESIDUALS 

7 .0367 .998 4 .0510 .938 
8 .0197 .988 1 .1140 .872 
9 .0388 .987 9 .0830 .920 

10 .0691 .970 34 .0136 .860 
11 .0582 .979 .0234 .988 
12 .1130 .964 .1220 .930 
13 .1530 .965 .0982 .936 
14 .0440 .972 .0698 .985 
15 .0363 .982 5 .0580 .962 
16 .2340 .868 .2740 .958 
17 .1580 .933 .0271 .988 
18 .0182 .993 1 .1620 .927 
19 .9070 .987 .2280 .925 
20 .0441 .988 .0853 .909 
21 .2590 .817 .0530 .924 
22 .0645 .985 .1160 .945 
23 .3150 .969 .0631 .981 
24 .0490 .967 .1280 .936 

AVG .1454 .9618 3 .0983 .9380 
STD DEV .2097 .0467 8 .0857 .0362 
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Table 23 

Estimates of the Rate Constant of Exit from the Effect 
Compartment and Pyridostigmine Concentration 

that Produces 50% Inhibition of 
Erythrocyte Acetylcholinesterase 

KEO IC50 
SUBJ# /hr ng/ml 

7 3.756 27.563 
8 4.624 30.165 
9 2.621 22.066 

10 4.530 18.345 
11 3.399 41.063 
12 3.330 31.484 
13 5.761 30.934 
14 2.759 37.632 
15 3.205 26.721 
16 1.278 23.126 
17 1.890 22.308 
18 4.571 39.738 
19 3.067 17.307 
20 3.237 33.916 
21 1.222 33.386 
22 5.728 31.013 
23 3.186 33.398 
24 3.395 30.116 

AVG 3.420 29.460 
STD DEV 1.284 6.842 
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Table 24 

Indicators of "Goodness of Fit" for the Curve Fitting 
to the Biochemical Model 

IV ORAL 
SUB # SUM of WEIGHTED CORREL SUM of WEIGHTED CORREL 

SQUARED RESIDUALS SQUARED RESIDUALS 

7 .00163 .995 .00890 .957 
8 .00111 .991 .00688 .910 
9 .00169 .986 .00905 .888 

10 .00442 .960 .01416 .868 
11 .00736 .969 .00394 .989 
12 .00740 .968 .01050 .911 
13 .00399 .967 .01390 .946 
14 .00161 .987 .01040 .978 
15 .00262 .975 .00603 .964 
16 .00471 .907 .00212 .965 
17 .00388 .988 .00255 .985 
18 .00048 .993 .00547 .935 
19 .00697 .979 .00789 .973 
20 .00201 .984 .00954 .912 
21 .00496 .972 .00245 .977 
22 .00158 .981 .00600 .960 
23 .00510 .984 .00483 .990 
24 .00205 .971 .01120 .939 

AVG .00353 .97539 .00754 .94706 
STD DEV .00222 .01978 .00370 .03622 
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Table 25 

Estimates of the Biochemical Rate Constants for Erythrocyte 
Acetylcholinesterase Inactivation and Reactivation 

SUB # K(inact)K(inact)K(inact) 
(iv-fit)(po-fit) (AVG) 

ml/ng/hr 

K(react) K(react)K(react; 
(iv-fit) (po-fit) (AVG) 

/hr 

7 .092 .073 .083 2.729 1.933 2.331 
8 .102 .063 .083 3.278 1.938 2.608 
9 .077 .177 .127 1.860 4.455 3.158 

10 .164 9.651* .164 2.860 245.280* 2.860 
11 .073 .067 .070 3.570 2.726 3.148 
12 .095 .130 .113 3.202 5.012 4.107 
13 .076 .118 .097 3.294 3.426 3.360 
14 .071 .045 .058 2.968 1.634 2.301 
15 .093 .089 .091 2.909 2.398 2.653 
16 .053 .077 .065 1.488 1.948 1.718 
17 .083 .093 .088 2.371 2.272 2.321 
18 .079 .059 .069 3.596 2.394 2.995 
19 .067 .589* .067 1.652 13.984* 1.652 
20 .073 .075 .074 2.495 2.912 2.704 
21 .064 .051 .058 2.489 1.914 2.201 
22 .096 .115 .105 3.799 3.335 3.567 
23 .094 .060 .077 3.339 2.184 2.762 
24 .087 .084 .086 3.160 2.440 2.800 

AVG 
STD DEV 

.086 

.024 
.076 
.043 

.087 

.027 
2.837 
.669 

2.385 
1.246 

2.736 
.616 

* Not included in the calculations of the average and standard 
deviation 
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Pharmacol Ther 37:495,1985 and the 83.3 mg doses are calculated 
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an intravenous dose of pyridostigmine plotted against the plasma 
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inhibition is plotted against the mean pyridostigmine concentra- 
tion. The data points are connected in sequence beginning with 
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Figure 5b 
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inhibition is plotted against the mean pyridostigmine concentra- 
tion. The data points are connected in sequence beginning with 
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APPENDIX A 

DETERMINATIONS OF PYRIDOSTIGMINE DOSE ADMINISTERED 

The amount of pyridostigmine in each intravenous and oral dose was 

determined.  Syringes containing the intravenous pyridostigmine solution were 

intentionally overfilled by the pharmacy so that a small aliquot of each 

solution could be expelled and saved for pyridostigmine assay in the process 

of preparing the correct volume of solution to administer.  Just before the 

syringe containing the intravenous pyridostigmine was placed in the electrical 

infusion pump for infusion, it was weighed on a Mettler balance.  The infusion 

was administered, and upon removing the syringe from the pump it was promptly 

weighed again on the Mettler balance.  The specific gravity of the 

pyridostigmine solution was determined by delivering exactly 5 ml of the 

solution using a Rainin pipette into a pre-weighed beaker, and dividing by 5 

to determine the weight of the solution per milliliter. 

A similar procedure was followed for oral dosing.  The appropriate 

volume of syrup was drawn up into the syringe and weighed on a Mettler 

balance.  The dose was administered by expelling the contents of the syringe 

onto the volunteer's tongue, and the syringe was promptly weighed again.  The 

specific gravity of the syrup was determined by placing exactly 10 ml of syrup 

in a pre-weighed volumetric flask, weighing the flask with its syrup contents, 

subtracting to find the weight of the syrup, and dividing that weight by 10 to 

determine the weight of syrup per milliliter. 

The weights of the syringe before and after dosing, the weight of the 

dose, the specific gravity of the solution, the concentration of pyrido- 

stigmine by assay after the solution, and the total dose administered, is 

provided in the following table: 
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The weights reported above were obtained using a Mettler analytical 

balance, except where the weights are reported only to the nearest hundredth 

gram.  In those case, a table top Mettler balance was used because the 

analytical Mettler balance was not functional. 

It should be noted that the mean dose of drug administered intra- 

venously, expressed as milligrams of base, was 0.90153 mg, and corresponds 

to a dose of 1.3 mg pyridostigmine bromide.  For the oral dose, the mean 

pyridostigmine base of 10.25462 mg administered corresponds to a dose of 14.8 

mg pyridostigmine bromide. 
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APPENDIX B 

PROCEDURAL TIMETABLE 

Screening* 
DAY NUMBER 

3   4   5   6 13** 

Medical history X 

Physical examination X 

CBC with differential X 

Reticulocyte count 

SMA-6 X 

SMA-12 X 

LDH X 

CPK*** X 

Chest x-ray X 
(within 6 months) 

Electrocardiogram X 

Urinalysis X 

Red blood cell 
acetylcholinesterase 

Pyridostigmine levels 

Drug administration 

Discharge from hospital 

X 

X 

X 

X 

X 

X 

X 

X 

X 

X 

X 

X 

X 

X 

X 

X 

X   X 

X   X 

X 

X 

X 

X 

X 

X 

X 

X 

X 

X   X 

X   X 

X 

X 

*  Screening is conducted within two weeks of the subject's entry 
into the hospital. 

**  If the subject's clinical labs on Day 6 are abnormal, he will 
be invited to return for follow-up clinical testing on Day 13 
and weekly thereafter until tests become normal or an alternative 
explanation is determined. 

***  CPK (creatine phosphokinase) is equivalent to creatine kinase 
(CK), the nomenclature used elsewhere in this report except here 
in Appendix B. 
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STUDY FLOW CHART - DOSE-RANGING PHASE 

DAY HOUR APPROXIMATE TIME PROCEDURE 

1 -21 11:00 AM Subjects admitted to Unit 
Sign Consent Form 

Blood: 
CBC with differential 
Reticulocyte count 
SMA-6 
SMA-12 
LDH 
CPK 
Red blood cell 

acetylcholinesterase 
(RBC AChE) 

EKG 
Urinalysis 

2 -8 12:00 MN NPO 
No smoking 

-1 7:00 AM Insert heparin lock for 
blood sampling 

0 8:00 AM Blood:  Pyridostigmine 
level 
RBC AChE level 
Pulse rate, hand grip, 
coordination testing 
(clinical examination) 

ADMINISTER TEST DRUG 

Pyridostigmine 
0.66 mg IV over 30 
minutes by infusion pump 

0.08 8:05 AM Blood:  Pyridostigmine 
level 

0.16 8:10AM Blood: Pyridostigmine 
level 

0.25 8:15 AM Blood:  Pyridostigmine 
level 
RBC AChE level 
Pulse rate 

0.33 8:20 AM Blood:  Pyridostigmine 
level 
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(continued) 

DAY HOUR APPROXIMATE TIME PROCEDURE 

0.42 8:25 AM Blood:  Pyridostigmine 
level 

0.50 8:30 AM Blood: Pyridostigmine 
level 
RBC AChE level 
Pulse rate, hand grip, 
coordination testing 
(clinical examination) 

0.58 8:35 AM Blood:  Pyridostigmine 
level 

0.66 8:40 AM Blood:  Pyridostigmine 
level 

0.75 8:45 AM Blood: Pyridostigmine 
level 
RBC AChE level 
Pulse rate 

0.83 8:50 AM Blood:  Pyridostigmine 
level 

0.92 8:55 AM Blood:  Pyridostigmine 
level 

1.0 9:00 AM Blood:  Pyridostigmine 
level 
RBC AChE level 
Pulse rate, hand grip 

1.33 9:20 AM Blood: Pyridostigmine 
level 
RBC AChE level 
Pulse rate 

1.66 9:40 AM Blood:  Pyridostigmine 
level 
RBC AChE level 
Pulse rate 

2.00 10:00 AM Blood:  Pyridostigmine 
level 
RBC AChE level 
Pulse rate, hand grip 

2.5 10:30 AM Blood: Pyridostigmine 
level 

111 



(continued) 

DAY    HOUR APPROXIMATE TIME PROCEDURE 

2      3.0 11:00 AM Blood: Pyridostigmine 
level 
RBC AChE level 
Pulse rate 

3.5 11:30 AM Blood: Pyridostigmine 
level 

4.0 12:00 PM Blood: Pyridostigmine 
level 
RBC AChE level 
Pulse rate, hand grip 

5.0 1:00 PM Blood:  Pyridostigmine 
level 

6.0 2:00 PM Blood:  Pyridostigmine 
level 
RBC AChE level 
Pulse rate, hand grip 

7.0 3:00 PM Blood:  Pyridostigmine 
level 

8.0 A:00 PM Blood: Pyridostigmine 
level and CPK 

10.0 6:00 PM Blood:  Pyridostigmine 
level 

12.0 8:00 PM Blood: Pyridostigmine 
level 

8:00 AM Blood: Pyridostigmine 
level 
RBC AChE level 
CBC with differential 
Reticulocyte Count 
SMA-6 
SMA-12 
LDH 
CPK 

Urinalysis 
EKG 
Pulse rate, hand grip 

Heparin lock may be 
discontinued if the patient 
desires 
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(continued) 

DAY      HOUR 

5      -8 

-1 

0.25 

0.50 

0.75 

1.0 

1.33 

1.66 

2.0 

2.5 

APPROXIMATE TIME 

12:00 MN 

7:00 AM 

8:00 AM 

8:15 AM 

8:30 AM 

8:45 AM 

9:00 AM 

9:20 AM 

9:40 AM 

10:00 AM 

10:30 AM 

PROCEDURE 

No procedures scheduled 

NPO 
No smoking 

Insert heparin lock for 
blood sampling 

Blood: Pyridostigmine level 
RBC AChE level 
Pulse rate, hand grip 

ADMINISTER TEST DRUG 

Pyridostigmine 20 mg syrup 
orally 

Blood: Pyridostigmine level 
RBC AChE level 
Pulse rate 

Blood:  Pyridostigmine level 
RBC AChE level 
Pulse rate, hand grip 

Blood:  Pyridostigmine level 
RBC AChE level 
Pulse rate 

Blood:  Pyridostigmine level 
RBC AChE level 
Pulse rate, hand grip 

Blood:  Pyridostigmine level 
RBC AChE level 
Pulse rate 

Blood: Pyridostigmine level 
RBC AChE level 
Pulse rate 

Blood: Pyridostigmine level 
RBC AChE level 
Pulse rate, hand grip 

Blood: Pyridostigmine level 
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(continued) 

DAY  HOUR 

5    3.0 

3.5 

4.0 

5.0 

6.0 

7.0 

8.0 

10.0 

12.0 

APPROXIMATE TIME 

11:00 AM 

11:30 AM 

12:00 PM 

1:00 PM 

2:00 PM 

3:00 PM 

4:00 PM 

6:00 PM 

8:00 PM 

PROCEDURE 

Blood: Pyridostigmine 
RBC AChE level 
Pulse rate 

level 

Blood:  Pyridostigmine level 

Blood: Pyridostigmine level 
RBC AChE level 
Pulse rate, hand grip 

Blood:  Pyridostigmine level 

Blood: Pyridostigmine level 
RBC AChE level 
Pulse rate, hand grip 

Blood:  Pyridostigmine level 

Blood:  Pyridostigmine level 
and CPK 

Blood:  Pyridostigmine level 

Blood:  Pyridostigmine level 

6      0 8:00 AM       Blood: CBC with differential 
Reticulocyte count 
SMA-6 
SMA-12 
LDH 
CPK 
RBC AChE level 
Pyridostigmine level 

Pulse rate, hand grip, 
coordination testing 
(clinical examination) 
EKG 
Urinalysis 
Discharge after breakfast 

NOTE: There will be no timed urine collections for this protocol. 
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STUDY FLOW CHART - BIOAVAILABILITY PHASE 

DAY 

1 

HOUR   APPROXIMATE TIME 

-21        11:00 AM 

PROCEDURE 

Subjects admitted to Unit 
Sign Consent Form 
Blood: 

CBC with differential 
Reticulocyte count 
SMA-6 
SMA-12 
LDH 
CPK 
Red blood cell 

acetylcholinesterase 
(RBC AChE) 

EKG 
Urinalysis 

-8 

-1 

12:00 MN 

7:00 AM 

8:00 AM 

0.08 8:05 AM 

0.16 8.10 AM 

0.25 8:15 AM 

0.33 8:20 AM 

0.42 8:25 AM 

NPO 
No smoking 

Insert heparin lock for blood 
sampling 

Blood: Pyridostigmine level 
RBC AChE level 
Pulse rate, hand grip, 
coordination testing (clinical 
examination) 

ADMINISTER TEST DRUG 

Pyridostigmine intravenous 
solution 

Dose will be based upon the 
data obtained in the Dose 
Ranging Phase. The doses 
administered will be such that 
RBC AChE inhibition will be 
between 20% and 40%. 

Blood: Pyridostigmine level 

Blood: Pyridostigmine level 

Blood: Pyridostigmine level 

Blood: Pyridostigmine level 

Blood: Pyridostigmine level 
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0.58 8:35 AM 

0.66 8:40 AM 

0.75 8:45 AM 

0.83 8:50 AM 

0.92 8:55 AM 

1.0 9:00 AM 

(continued) 

DAY    HOUR     APPROXIMATE TIME      PROCEDURE 

2     0.50 8:30 AM Blood: Pyridostigmine level 
Hand grip, coordination 
testing (clinical examination) 

Blood: Pyridostigmine level 

Blood: Pyridostigmine level 

Blood: Pyridostigmine level 

Blood: Pyridostigmine level 

Blood: Pyridostigmine level 

Blood:  Pyridostigmine level 
RBC AChE level 
Pulse rate, hand grip 

Blood:  Pyridostigmine level 

Blood:  Pyridostigmine level 

Blood:  Pyridostigmine level 
RBC AChE level 
Pulse rate, hand grip 

2.5 10:30 AM Blood: Pyridostigmine level 

3.0 11:00 AM Blood: Pyridostigmine level 
RBC AChE level 
Pulse rate 

3.5 11:30 AM Blood: Pyridostigmine level 

4.0 12:00 PM Blood: Pyridostigmine level 
RBC AChE level 
Pulse rate, hand grip 

5.0 1:00 PM Blood: Pyridostigmine level 

6.0 2:00 PM Blood: Pyridostigmine level 
RBC AChE level 
Pulse rate, hand grip 

7.0 3:00 PM Blood: Pyridostigmine level 

8.0 4:00 PM Blood:  Pyridostigmine level 
and CPK 
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1.66 9:40 AM 

2.0 10:00 AM 



(continued) 

DAY     HOUR APPROXIMATE TIME PROCEDURE 

2     10.0 6:00 PM Blood: Pyridostigmine level 

12.0 8:00 PM Blood:  Pyridostigmine level 

3       0 8:00 AM Blood: Pyridostigmine level 
RBC AChE level, 
CBC with differential 
Reticulocyte count 
SMA-6 
SMA-12 
LDH 
CPK 

Pulse rate, hand grip 
EKG 
Urinalysis 

Heparin lock may be 
discontinued if the patient 
desires. 

4 

5 -8 

-1 

12:00 MN 

7:00 AM 

8:00 AM 

0.25 8:15 AM 

0.50 8:30 AM 

0.75 8:45 AM 

1.0 9:00 AM 

1.33 9:20 AM 

NO procedures scheduled 

NPO 
No smoking 

Insert heparin lock for blood 
sampling 

Blood: Pyridostigmine level 
RBC AChE level 
Pulse rate, hand grip 

ADMINISTER TEST DRUG 

Pyridostigmine syrup 

Blood: Pyridostigmine level 

Blood: Pyridostigmine level 
Hand grip 

Blood:  Pyridostigmine level 

Blood:  Pyridostigmine level 
RBC AChE level 
Pulse rate, hand grip 

Blood: Pyridostigmine level 
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(continued) 

HOUR 

1.66 

2.0 

2.5 

3.0 

3.5 

4.0 

5.0 

6.0 

APPROXIMATE TIME 

9:40 AM 

10:00 AM 

10:30 AM 

11:00 AM 

11:30 AM 

12:00 PM 

1:00 PM 

2:00 PM 

DAY     HOUR     APPROXIMATE TIME      PROCEDURE 

Blood: Pyridostigmine level 

Blood:  Pyridostigmine level 
RBC AChE level 
Pulse rate, hand grip 

Blood: Pyridostigmine level 

Blood: Pyridostigmine level 
RBC AChE level 
Pulse rate 

Blood: Pyridostigmine level 

Blood:  Pyridostigmine level 
RBC AChE level 
Pulse rate, hand grip 

Blood: Pyridostigmine level 

Blood: Pyridostigmine level 
RBC AChE level 
Pulse rate, hand grip 

Blood: Pyridostigmine level 

Blood: Pyridostigmine level 
and CPK 

Blood: Pyridostigmine level 

Blood:  Pyridostigmine level 

Blood: CBC with differential 
Reticulocyte count 
SMA-6 
SMA-12 
LDH 
CPK 
RBC AChE level 
Pyridostigmine level 

Pulse rate, hand grip, 
coordination testing (clinical 
examination) 
EKG 
Urinalysis 
Discharge after breakfast 

NOTE:  There will be no timed urine collections for this protocol. 

7.0 3:00 PM 

8.0 4:00 PM 

10.0 6.00 PM 

12.0 8:00 PM 

0 8:00 AM 
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APPENDIX C 

CLINICAL LABORATORY NORMAL VALUES 

The ranges of these values have been determined and are utilized by 
the Department of Laboratory Medicine of The Johns Hopkins Hospital. 

Serum Chemistrv Normal Limits Units 

Tests Lower Upper 

Sodium 135 148 mEg/1 

Potassium 3.5 5.0 mEq/1 

Chloride 96 109 mEg/1 

Carbon dioxide 24 30 mEg/1 

Serum urea nitrogen 12 25 mg/dl 

Creatinine 0.4 1.5 mg/dl 

Glucose 70 115 mg/dl 

Calcium 9.0 11.0 mg/dl 

Total bilirubin 0.3 1.2 mg/dl 

Direct bilirubin 0.1 0.4 mg/dl 

Total protein 6.0 8.5 g/dl 

Albumin 3.2 5.3 g/dl 

Aspartate aminotransferase 0 35 IU/1 

Alanine aminotransferase 0 30 IU/1 

Alkaline phosphatase 0 95 IU/1 

Phosphate, inorganic 3.0 4.5 mg/dl 

Lactic dehydrogenase 0 200 IU/1 

Creatine kinase 0 160 IU/1 

Uric Acid 4.2 8.8 mg/dl 

Cholesterol 146 270 mg/dl 
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Hematoloqy Tests 

White blood cells 

Red blood cells 

Hemoglobin 

Hematocrit 

Platelets 

Reticulocytes 

White Blood Cell 
Differentials: 

Normal Limits Units 

Lower Upper 

4,500 11,000 #/mm3 

4.50 5.90 million/mm3 

13.9 16.3 g/dl 

41.0 53.0 % 

150 350 thousand/mm 

0.5 1.5 % 

Bands 2 6 % 

Segmental Neutrophils 31 76 % 

Lymphocytes 24 44 % 

Monocytes 2 11 % 

Eosinophils 1 4 % 

Basophils 0 1 % 
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APPENDIX D 

ASSAY OF ERYTHROCYTE ACETYLCHOLINESTERASE AT THE JOHNS 

HOPKINS UNIVERSITY DIVISION OF CLINICAL PHARMACOLOGY 

The determination of erythrocyte acetylcholinesterase (AChE) 

follows the protocol established by the US Army Medical Research 

Institute for Chemical Defense for the determination of erythro- 

cyte AChE. 

Principle of Method. Chemicals. Equipment and Materials, Prepara- 

tion of Reagents 

The principles of the methods, the chemicals, materials, and 

equipment needed, the preparation of reagents and standards are 

detailed in the Standard Operating Procedure (SOP) of 18 June 

1985 of the Analytical Chemistry Branch, USAMR, ICD, Aberdeen 

Proving Ground, Maryland 21010.  These are followed exactly 

except for preparation of the stock glutathione solution, page 3, 

number 6 under A. Reagents.  The typographical error is corrected 

and 1.844 g of glutathione, reduced form, (GSH) are dissolved in 

a total volume of 100ml of EDTA diluent. 

Collection and Preparation of Specimen for Sampling 

Blood is collected into 3 ml purple topped VacutainerR 

(EDTA) through a catheter inserted into an arm vein.  After the 

sample is drawn, it is mixed and brought promptly to the lab at 

room temperature.  One and one half ml of the blood is 

centrifuged for 2 minutes at 15,000 RPM in an Eppendorf model 

5414 centrifuge.  After centrifugation all plasma is removed from 
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the top of the packed erythrocytes with a Pasteur pipet.  The 

erythrocytes are then picked up in a clean Pasteur pipet, 

starting from the bottom of the centrifuge tube, avoiding drawing 

air after all the cells have been pipetted.  The packed cells are 

transferred to a 0.5 ml sample cup and are ready for AChE 

analyses.  Sample preparation time is kept to 3 minutes. 

Preparation of Standards 

Standards are prepared according to the SOP of the ICD. 

Preparation of AChE Control Material 

A quality control enzyme standard is used to measure assay 

precision.  The enzyme used is electric eel AChE which is diluted 

in a large volume to a specific activity and frozen in aliquots. 

An aliquot is used each day the assay is performed.  Electric eel 

samples were assayed in accordance with ICD SOP.  See below for 

specific details. 

Analysis Start-Up 

ICD SOP is followed.  The heating circulator is turned on. 

We allow temperature to reach 37 degrees C and verify constancy 

periodically. 

Proportioning Pump 

ICD SOP is followed.  Water with Brij 35 precedes the 

reagents.  A good bubble pattern is verified. 

Colorimeter and Recorder 

ICD SOP is followed.  Lamp warmup is at least 10 minutes. 

Once reagents are running, the recorder is zeroed for no signal 

and full scale.  Speed is set to 1.0 cm/min. 
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Sampler 

ICD SOP is followed.  Proper operation of sampler is 

verified prior to running any samples. 

Analyses 

Recorder baseline is set to zero. 

Manifold has been modified so that the substrate blank side 

pumps saline continuously.  Erythrocytes enter only one side and 

one photo cell.  At the end of the day, a substrate blank is run 

by placing the substrate line into saline and measuring the 

activity of the erythrocytes without a substrate.  ICD SOP is 

followed. 

Incubation time is measured.  The length of time it takes 

erythrocytes to travel from the point where substrate is added to 

the sample stream until exit from the dialyzer is defined as the 

incubation time. 

GSH standards and electric eel AChE are assayed first. A 60 

micromoles/ml (u moles/ml) GSH standard is assayed followed by 

15, 30, and 45 u moles/ml GSH standards, and a 1:1 dilution of 

the electric eel quality control.  Machine sensitivity is 

adjusted using the STD CAL knob so that the 60 u moles/ml 

standard reads 80 to 90 on the recorder scale.  Two standard 

curves and a minimum 3 electric eel samples are assayed prior to 

assay of erythrocyte samples.  Erythrocyte samples are separated 

by at least two saline cups.  Machine performance is standardized 

periodically throughout the day by running standard curves and 

electric eel samples.  Gain is decreased if the 60 u moles/ml GSH 

rises above 90.  Where possible, standards are assayed hourly and 
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erythrocyte samples measured in duplicate. 

Shut Down SOP 

ICD is followed.  Care is taken to dry the tubes and to 

insure that they are in a relaxed position. 

Data Reduction 

AChE activity is determined as follows: 

The concentration of each GSH standard is divided by the 

peak height of the deflection produced.  This value is then 

divided by the time of incubation in minutes to produce a factor 

of u moles/ml/min/chart unit.  The individual factors from each 

standard in the curve are averaged.  The average factor, 

u moles/ml/min/chart unit, is used to convert the deflection pro- 

duced by samples to AChE activity, u moles/ml/min. 

ASSAY PERFORMANCE AT JOHNS HOPKINS HOSPITAL 

Quality Control 

A standard solution of electric eel acetylcholinesterase is 

measured several times on the days that assays are performed. 

The current batch of JHH electric eel was prepared on 14 

October 1985 using Sigma Co, Type VI-S Cholinesterase, Acetyl 

(catalog #C3389) from electric eel, Lot #83F8100.  One 10,000 

unit vial was diluted in Tris buffer containing 1% bovine serum 

albumin.  The dilution target was such that a one to one dilution 

of the solution should contain 15.0 u moles/ml/min of cholines- 

terase activity. 

After the dilution, aliguotting and freezing of the 

cholinesterase solution was performed, it was discovered that the 
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colorimeter was not functioning correctly and that the GSH 

standards were in error.  New standards were made; the colori- 

meter was repaired.  The instrument was calibrated with GSH 

standards and the Aberdeen quality control standard.  The 

latter's activity was 7.46 u moles/ml/min, within the range at 

ICD, Aberdeen. 

The assay was used on 13 different days.  On each day an 

aliquot of the electric eel quality control standard was thawed 

and assayed several times.  The overall statistics of 127 samples 

from the 13 aliquots show mean activity 9.88 u moles/ml/min with 

a standard deviation of 0.27 u moles/ml/min.  The coefficient of 

variation is 2.7%.  Looking only at the means of the assays in a 

single day, the activity of the quality control is 9.91 ± 0.23 

u moles/ml/min (C.V. = 2.3%). 

Precision 

Blood samples were drawn from 6 study subjects prior to drug 

administration.  Each sample was assayed on several occasions. 

The results are tabulated in the Table. 

The intra-assay coefficient of variation ranged from 0.5 to 

3.5%, with a mean of 2.5%.  Day to day variations in the measure- 

ment of a subject's drug free erythrocyte AChE ranged from 0.14 

to 0.67 u moles/ml/min or 1.08 to 5.48% of the value on a single 

day.  This variation is about twice the intra-assay variation and 

suggests that either the inter-assay variation is greater than 

that of the intra-assay and/or the activity of erythrocyte AChE 

drawn from a single subject on different days varies to a small 

degree. 
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With a coefficient of variation of 2.5% in the assay, 

inhibition of enzyme activity of 5% or more probably represents 

real inhibition by pyridostigmine, not random variation due to 

the assay. 
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TABLE - APPENDIX D 

ERYTHROCYTE ACETYLCHOLINESTERASE ACTIVITY IN 6 NORMAL VOLUNTEERS 

Intra-Assay and Inter-Assay Results 

Subject   Day   n       AChE        C.V. 
u moles/ml/min     % 

(± S.D.) 

b-a 
u moles/ml/min 

(b-a)/b 

B 

a 7 12.90 + 0.31 2.4 
b 9 13.04 + 0.31 2.4 

a 10 13.82 + 0.37 2.7 
b 8 14.48 + 0.55 3.8 

a 8 12.59 + 0.36 2.9 
b 8 13.28 + 0.31 2.3 

a 4 13.20 + 0.52 3.9 
b 5 13.87 + 0.07 0.5 

a 4 13.35 + 0.43 3.2 
b 6 13.86 + 0.33 2.4 

a 4 14.26 + 0.36 2.5 
b 6 14.86 + 0.20 1.3 

0.14 

0.66 

0.69 

0.67 

0.51 

0.60 

1.08 

4.78 

5.48 

5.08 

3.82 

4.21 
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APPENDIX E 

Form C (Reviled 4/M) 
J.H.U.M.S. 

CLINICAL INVESTIGATION CONSENT FORM 
The Johns Hopkins Medical Institutions 

Title of Research Project: 

BIOAVAILABILITY OF ORAL PYRIDOSTIC34INE AND INHIBITION 
OF ACETYLCHOLINESTERASE BY ORAL AND INTRAVENOUS 
PYRID0STIO1INE 

Explanation of Research Protect to Subject: 

You are invited to participate in a study of an approved and marketed drug, 
pyridostigmine. This drug is currently in use for treating patients with a disease called 
myasthenia gravis. The drug, based on studies in animals, may also be an effective 
pre-treatment for accidental poinoning with certain insecticides which work in ways similar 
to nerve gases. This study is designed to see how much of the drug gets into the blood 
stream when given by mouth and how effective the levels are in changing a blood test that 
may relate to the degree of protection from poisoning. 

If you agree to join this study, you will be hospitalized for five days. 
During the course of the hospitalization you will have a number of blood samples drawn 
by means of a "heparin lock" which allows us to take repeated blood samples without sticking 
a new needle into your vein each time. The total blood taken will be about one pint, which 
is the amount taken if you donated blood at a blood bank. You should not donate blood 
for six to eight weeks after the conclusion of the study. 

On the second day, after the first blood sample.is taken, you will be given 
the drug.pyridostigmine, either in syrup form or into your vein. On the fifth day, you will 
be given pyridostigmine in the manner not previously given (i.e., syrup or into the vein). 
Wehther you get the syrup or dose by vein first will be determined "randomly" in a process 
like flipping a coin. 

We believe that the risks of participation in this study are small. 
Pyridostigmine is not an experimental drug. The dose of the drug you will receive is much 
smaller than the dose usually used in treating patients. In a study similar to this one 
where doses about three times larger than the ones you will receive were used, the only 
side effects noted were temporary fatigue, muscle twitching, and gastric distress. Patients 
who take more than 20 times as much of the drug each day than you will receive in this study 
sometimes develop nausea, vomiting, diarrhea, abdominal cramps, and increased body 
secretions. Because the dose you will receive is so much small than what doctors use in 
patients, it is not likely that you will develop these symptoms. Treatment is available if 
any such symptoms occur and become severe. 

You are under no obligation to participate in this project. Should you decide 
not to participate or should you decide to withdraw during the course of the project, your 
future medical care at Hopkins will not be affected. Benefits to you for participation in 
this study are primarily financial, but another potential asset is the comprehensive 
evaluation which accompanies this project, the records of which will be available in the 
future. You will be paid by check for whatever proportion of the study you complete. 
Successful completion of the entire study will pay $340. You will be paid by check at the 
time you leave the hospital. 

Expenses for medical treatment to treat any injury that is directly a result of 
your participation in accordance with this protocol will be provided by the U.S. Army. The 
medical treatment provided might include, if necessary, laboratory tests, x-rays, and other 
procedures used in diagnosis and treatment. No other compensation for injury is offered. 

THIS CONSENT FORM CONTINUES ON THE REVERSE SIDE 



If you sign this form, you are willing to join the research project described on the other side of this 
page. Your floctors did explain the other kinds of treatment that are available to you and to others. You 
should ask any questions you have about this research study. You may ask questions in the future if you 
do not understand something that is being done. 

The records from this research study will not be given to anyone who is not helping on this study unless 
you agree to have the records given out. If the study uses a drug that is under the jurisdiction of the Food 
and Drug Administration (FDA), the FDA government officials may look at the relevant part of your 
medical records as part of their job to review new drug studies. 

If you want to talk to anyone about this research study because you think you have not been treated 
fairly or you think you have been hurt by joining the study, you should call Dr.  Brent G. Petty 
        " (Principal Investigator) at    955 - 8181        , or call the Office of the Joint Committee 
on Clinical Investigation at 955-3008. Either the investigator or the people in the Committee office will 
help to find medical care for the injury you feel you have suffered. You should understand that The Johns 
Hopkins University,   The  Johns  Hopkins Hospital, and   the  Federal 
Government do not have any program to provide compensation for you if you experience injury or other 
bad effects which are not the fault of the investigators. 

You may withdraw from the research study at any time. Even if you do not want to join the study, or if 
you withdraw from it, you will still have the same quality of medical care available to you at Johns 
Hopkins. 

If you agree to join this study, please sign your name below. 

NOT VALID WITHOUT THE 
COMMITTEE STAMP OF 

CERTIFICATION 

VOID ONE YEAR FROM ABOVE DATE 
tJMWo       85-06-20-03  

Sub)«Ct'» HCiuturr 
(Including children, when applicable 

Signature of Parent or Guardian (when applicable) 

Witnca to Ceeuent Procedures* 

Signature of Investigator 

Date 

'Optimal «ni«M eabjafl a fluMrait. or »MM| M rian. 

NOTE: Signed copies of this consent form must be a) retained on file by the Principal Investigator; 
b) deposited in the patient's medical record; and c) given to the patient. 



JH.U.M.S APPENDIX  F 

CLINICAL INVESTIGATION CONSENT FORM 
The Johns Hopkins Medical Institutions 

Title of Research Project. Bioavailablity of Oral 
Pyridostigmine and Inhibition of 
Acetylcholinesterase by Oral and 
Intravenous Pyridostignine Patient ID Plate 

Explanation of Research Project to Subject: 

You are invited to participate in a study of an approved and marketed dru£, pyridostig- 
mine. Pyridostignine is a medicine that has been prescribed for patients, using daily doses 
for months or years, for a period of ever 20 years. This drug is used for treating patients 
with a disease called myasthenia gravis. The drug, based on studies in animals, may also be 
effective pre-treatment for accidental poisoning with certain insecticides which work in ways 
similar to nerve gases.  This use of the drug is considered investigational by the Pood and 
Drug Administration. This study is designed to see how high the drug level if in the bleed 
strear when giver, by mouth or into your vein and how effective the levels are ir changing a 
blood test that may relate to the degree of protection from poisoning. 

If you agree to join this study, you will be hospitalized for five days. Durinp the 
course of the hospltallzation you will have a number of blood samples drawn by means of a 
"heparin lock" which allows us to take repeated blood samples without sticking a nev needle 
into your vein each time. The total blood taken will be about one pint which is the amount 
taken if you donated blood at a blood bank. You should not donate blood for six tr eight 
weeks after the conclusion of the study. 

On the second day, after the first blood sample, you will bo given the dnif. 
pyridostignine, cither in syrup form or into your vein.  On the fifth day, you will be giver 
pyridostignine in the manner not previously giver (i.e., syrup or into the vein.) Whether 
you get the syrup or intravenous drse first will be determined "randotily" in a process like 
flipping a cein. 

We believe that the risks of participation in this study are small. Pyridostig- 
mine is considered an experimental drug in this project because of the new use for which it- 
is intended. The dose of the drug you will receive is much smaller than the dose usually- 
used in treating patients.  In a study similar to this one where doses about three tires 
larger than the ones you will receive were used, the only side effects noted were tenperary 
fatigue, muscle twitching, and gastric distress. Patients who take more than 20 times as 
much of the drug each day than you will in this study sometimes develop nausea, vomiting, 
diarrhea, abdcninal cramps, and increased body secretions. Because the dose you wil3 receive 
is so much smaller than what doctors use in patients, it Is not likely that you will develop 
these symptoms. Treatment is available If any such symptoms occur and become severe. 

Recently, a possible new toxiclty in rats was discovered which may be related to the 
drug. The rats were given pyridostigmine in a higher dosage than the one planned for this 
study. A change in the muscle tissues in the area where the nerves and muscles meet was *o«.-r 
using the electron microscope. The significance of this finding is unknown, but It Is 
generally accepted in the medical field that pyridostignine is safe for man at the doses to 
be used in this study. Further testing in other animals is being done to see if this 
nerve-muscle effect occurs in animals other than the rat. Additional tests in rats are ir. 
progress to find out the dose at which the effect occurs and whether the tissrc returns tc 
normal when the pyridostignine is stopped.  If results of these tests become available durirf 
this study, you will be informed of them. Until these tests nre completed, a small risk of 
developing these changes cannot be ruled out for participants in this study.  However, all 

THIS CONSENT FORM CONTINUES ON THE REVERSE SIDE 
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If you sign this fern, you are willing to join the research project describe, n: 
the other side of this page.  Youv doctors did explain the other kii.d* of tre?rri;,; tha-. 
are available to you and to others.  You should ask any questions ycu have about tl is 
research study.  You may ask questions in the future if you do not understand scrtthin^ 
that is being done. 

The records from this research study will not te given to anyone who is nnr helpir.j; 
on this study unlesf you agree to have the records given cut.  Since the study usci .-. 
drug that is under the jurisdiction of the Food and Drug Administration (FE>)( tVu- F!"A 
government officials may look at the relevant part of your medical record*, as part c: 
their Job to review new drug studies. Officials from the U.S. Army invclved with drug 
development may also review the records for routine monitoring of the study. 

If you want to talk to anyone about this research study because you think you have 
not been treated fairly or you think you have been hurt by joining the study, you should 
call  Dr. Brent G. Petty     (Principal Investigator) at x8l81  , or call the Office 
of the Joint Committee on Clinical Investigation at 955-3008.  Either the investigator 
or the people in the Committee office will help to find medical care for the injury ycu 
feel you have suffered. You should understand that The Johns Hopkins Unversity, The 
Johns Hopkins Hospital, and the Federal Government do not have any program to provide 
compensation for you if you experience injury or other bad effects which are not the 
fault of the investigator. 

You may withdraw from the reseech study at any time. Even if you do not want to 
join the study, or if you withdraw from it, you will still have the same quality of 
medical care available to you at Johns Hopkins. 

If you agree to join this study, please sign your name below. 

NOT VALID WITHOUT THE 
COMMITTEE STAMP OF 

CERTJELGABQN 

VOID ONE 
RPNNo. 

YUAnOto ABOVE DATE 

Subject's signature 

Witness to Consent Procedures 

Signature of Investigator 

Date 

liOTF:  Signed copies of this consent fern must be a) retained or- file by the iTincJp.V 
Investigator; b) deposited in the patient's medical record; and c) given to ilu j?M«r 



-2- 

experience with the clinical use of pyridostigmine in man over the past 20 years has not led 
to any reports of nerve-muscle difficulties attributed to or resulting from the use of thif 
drug. 

You are under no obligation to participate in this project.  Should you decide not to 
participate or should you decide to withdraw during the course of the project, your future 
medical care at Hopkins will not be affected. Benefits to you for participation in this 
study are primarily financial, but another potential asset is the comprehensive evaluation 
which accompanies this project, the records of which will be available in the future. You 
will be paid by check for whatever proportion of the study you complete.  Successful com- 
pletion of the entire study will pay $375. You will be paid by check at the time you leave 
the hospital. 

Under Army regulation, you are authorized all necessary care which is the direct 
result of your participation in the research and in accordance with this protocol.  The 
medical treatment provided might include, if necessary, laboratory tests, x-rays and other 
procedures used in diagnosis and treatment.  No other compensation for injury is offered. 
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APPENDIX G 

Publication Supported by this Contract 

Kornhauser D, Petty B, Lin E, Schuster B, Pamplin C, Lietman P: 

In vivo relationship of the plasma concentration of 

pyridostigmine to the inhibition of red blood cell acetyl- 

cholinesterase.  Ill World Conference on Clinical Pharmacology 

and Therapeutics, Stockholm, Sweden, July 27 - August 1, 1986. 

(Abstract) 
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APPENDIX H 

Personnel Receiving Contract Support 

Paul S. Lietman, M.D., Ph.D., Principal Investigator 

Brent G. Petty, M.D., Assistant Investigator 

David M. Kornhauser, M.D., Investigator 

Laura E. Rocco, R.N., M.S., Research Coordinator 

Joan Baumgardner, R.N., Research Nurse 

Sherry Sigelman, R.N., Research Nurse 

Amina Woods, M.S., Laboratory Administrator 

Evelyn Fleckenstein, Secretary 

Michelle Janouris, Secretary 

All of the personnel above are members of the: 

Division of Clinical Pharmacology 

Department of Medicine 

The Johns Hopkins .Unversity School of Medicine 

Baltimore, Maryland  21205 
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APPENDIX I 
Distribution List 

5 copies:  Director, Walter Reed Army Institute of 
Research 

ATTN:  SGRD-UWI-F/COL Brian Schuster 
Washington, D.C.  20307-5100 

1 copy:    Commandant 
Academy of Health Sciences 
ATTN:  AHS-CMD 
Fort Sam Houston, TX  78234 

1 copy:    Commander 
U.S. Army Medical Materiel Development 

Activity 
Fort Detrick 
Frederick, MD  21701-5009 
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page   1   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   « COMPOUND   PyildostigDttLne 

Lietman F     M     L 
0[ PROTOCOL   EAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmrnyy Procedures 

~~ loOe-rM ̂ Screening   laboratory 

—- 
\loQr& History,    Physical    Exam 

0 aicfcT a" Admission 

a ^acxrr £s~ T.V. 
s tocrss" f.o. 

I certify that: 

1) I have carefully examinedall entries on the data collection 
forms, consisting of /$L-,     pages, for subject # Qj_ . 

2) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

__M. D.     H/Oct/^ 
Investigator's  signature dd/mmm/yy 
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page 2 of 15 

INVESTIGATOR'S NAME PT INITIAL PT « COMPOUND ExcLdostigHiBe 

Lietman 
F  M  L ol PROTOCOL DWJP_12-81-C-5133-02 

Examiner   __^W^/._^^^J^f 

MEDICAL HISTORY 

Date  of   evaluation \jS>hS2fr3L? 
J<4^ dd mmm yy ^    _ 

Date of birth  ^ 4^15!/^^ print name  <J 
dd   mmrn   yy 

Age 

Sex 

Race 3L 
No Yes Comments 

Allergy y 
Tobacco Use */ Vr e tr *- 
Alcohol Use y 
Recreational Drug Use y lPldAvp4*4~~fV*<*»K j-|%v 
Medications past 2 weeks y 

^                > 

Experimental Drug Exposure \S -V%Wa. ** \«»w I** ^>^ 

Blood or plasma donor y 
Prior Surgery y 
Eye, m*rf   nose, throat y 

Endocrine(diabetes, thyroid) y 
C-V (heart murmur, HBP) y 
Pulmonary (cough,asthma) y 
Hepat it is,gastro-intest inal y 
Gen i t o-urinary y 
Musculoskeletal y 
Neuropsych i at r i c y 
Pesticide/herbicide use vOit- ^rU^ 
Other 

<s 
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page  3  of   15 

INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND Pxjo^tostigHioe 

Lietman 
F      M     L o\ PROTOCOL imL.lZ-85rIc5133-02 

PHYSICAL  EXAMINATION 
Date \P_/OC1/_gS 

dd   rnmrn  yy 

Temperature Pulse Respir Blood   Pressure Height    (cm) Wt.(kg) 

_3 Jt.J c # ^rnin _\ ^/min _1 _© S./J1 S^ A 1 fL.ja _fe£.n 

GENERAL  EXAMINATION: 

(check) Nor. Abn. Provide  details  of  abnormalities 

Head/Neck S 

EENT S 

Chest,lungs ^ 
Mts^r*.**•<<<   rV.t*.e.Vk (t) Wit *HVik   c\«»«r- 

Heart «/ 
o 

Abdomen 
t/ 

Genitalia v>."*s>. 
Rectal iors>. 
Extremit ies >/ 

Skin • SCT^^J \nTVV*   v*\*r  ^*««4.<I*« *5"<r»-   » 

Neurologic 4^ 

CHEST X-RAY 
Date Li^iA7-^ 

B NORMAL ABNORMAL Describe abnormalities: 

Examiner 

print name   * 
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page  4  of   15 

INVESTIGATOR' S  NAME PT   INITIAL PT   # COMPOUND PyridostignLne 

Lietman 
1=   5r    T 
F     M     L 

dl PROTOCOL •® 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   adrnin- 
i st rat i on   (0-2400) 

Route Bottle 
I. D.    # 

Q. aao^ss o ^c> o o°i ^>o IV Ni   A. 

DOSAGE   (total)      _l_L?V__/2^£:  

PLASMA CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Act ua1 
Clock  Time 

(0-2400) 

CPYRID0D 

A/G/ML 

RBC 
ACHe 

uM/ml/min 

B01,B47 0 ai o£ ^s OS H s' oS^i -S 
B01: _^ B47:A?.<?b 

B02 0.08 o'tcxS o^oS BOS: ^ 

B03 0. 16 of io cT> ^ \ o 
B03:/,<^ 

B04,B48 0.25 •' o^\ 5 o^ir B04:5,/T" B48: /jj^£: £j 

B05 0.33 • • o^Zo o°\ ^3 B05: J -il 

B06 0.42 >- o°i^S o^as B06!U? 
B07,B49 0.50 - o °\ 3o oq3o *07*iW B49: /(;.?J 

B08 0.58 •« o°iSS o°i3S BOB: $ ft 

B09 0. 66 •• o°l^o ^°l^o 
BOSs3.os 

BIO,B50 0.75 - o°i^5 o^^r B10« yft BSOi/o.rf 

Bll 0.83 • > 0°[S^ O^ 5T-Q 
Bll,  ^ 

B12 0.92 t < o^SS <S °IS~S 
812,^ 

B13,B51 1.0 «. 
|o OO I C» O-o 813,^, BSlt//.00 

B14,B52 1.33 «. \^Jo lO^i B14:^ B52://jy 

B15,B53 1.66 \» 
I O */0 \o^ c, B15: J)L B53://. ?•? 

BIG,B54 2.0 »1 Hoc o o \ B16: ^ B54:/^£ 

B17 2.5 11 \ \ 2>o \ \ 3o B17:^ 

-^ tuJto-a^ OuteJtxj-  RuuruxtusUU 
L37 



page   S   of   IS 

INVESTIGATOR'S NAME PT   INITIAL PT  « COMPOUND PyridostignLne 

Lietman 1L c Jf 
F     M     L ©I 

PROTOCOL Un® 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

Q 3^odf«:i O    °\ O   "3 O^lo IV to A 

DOSAGE   (total)       '&(*   /W^ft • 

PLASMA  CONCENTRATIONS 
page  2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock Time 

(0-2400) 

CPYRID0J RBC 
PCHe 

uM/ml/min 

B18,B55 3.0 
33 o^ %$ \D.& ^ Uoo 

B18I ^ B551/^.4* 

B19 3.5 D^OcJt &5 U3o U3o B19«^ 

B20,BSE 4.0 i i \2 Do V3 Do B20S4 B56V^-^ 
B21 5.0 •« IWo o moo 821 '* 

B22,BS7 6.0 >• 1 S o^> 1 So -o B22:*- B57!/J^6 
B23 7.0 •. 

ItDO \ feoo B23: -*- 

B24 8.0 t , 

\ 0 C>o 1*7 oo B24t X 

B25 10.0 1 * 
l^ 00 1 *J   OO B25: ^ 

B26 12.0 l| 
^.Icso ^ V Go 

B26: £ 

B27,B58 24.0 3.3 oJcSi oUo a^o^ B27« ^lr B5Bi/d+< 

*  JU 'A^j-awa J 
Xtrvu^u/ci^ 138 



page 6 of 1! 

INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND     PyHriosHgrpjno 

Lietman lief 
F     M     L z>\ PROTOCOL JQAMD_17Qa5rC-5133-02 

MEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
i st rat i on (0-2400) 

End drug admin- 
i st rat i on (0-2400) 

Routi Bottle 
I. D. # 

2. SQcv\&S O^oo o 3 3^ IV 
Ni ft 

DOSAGE (total)  _jj*r..ffift_l  

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bprn 

Hand 
Grip 
L/R 

Coord 
Test 

0 •3.2 o&K? o9,4r O^VS* *6o #tnA> * - L- 

0. 8 •- o c\ r> y O^Oi' 

0. 16 
o°no o^ lo 

0.25 •- o^ ir 011 sr Ho 
0.33 t< 

c^Jo o°iXo 
0.42 ^^ 

c ci ^ r o^iO-S' 
0.50 • • 

O^l3o o^3o 
# ss *^M # 

0.58 u o^J*' o°i3r 
0.66 •• c*9 4o 0°|^o 
0.75 • • 

oSVsr 0°)*/^ * ss 
0.83 I t o^ro cD°| 5 o 
0.92 •   . 0 3 5LT o^s-r 
1.0 '. /o oo IOQO 

#(^ •*4 /«, 

1.33 '. /o Jo |oio #« 

1.66 t > 

f 0<!/0 /o'/o 
#^t 

2.0 '. //oo 1/ 0o *H2 •"1 /ft 
2.5 '• 

l)3o / i 3<=> 
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page  7  of   15 

INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND JPxridostiggrine 

Lietman 1L  ^r^ 
F     M     L o\ PROTOCOL JMLlZ.-_8J-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
istration (0-2400) 

Route Bottle 
I.D.    # 

1_ aacefcEi' o°i o o O*\2>o IV 
pj -f - 

DOSAGE   (total)       ij£_-J^4.J 

PHYSIOLOGIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock   Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3.0 
DLIC^IS \^LC)0 Ooo *64 

3.5 \33o \ 2LZ O 

4.0 
\3> <5» O G3o #<8^ #^/SL 

5.0 llloo \4 oo 
6.0 1 S" oo \ S~oo #<go #^7 tr 
7.0 Ik DO lUo 
a.o 

n oo IToo 
10.0 y^on l^ o o 
12.0 

<^L I   DO ai o-a 
24.0 Oloo o^o #7^ #^M *cV 
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page  8  of   IS 

INVESTIGATOR'S NAME PT   INITIAL PT   « COMPOUND  .PsidostigKP6 

Lietman F     M     L 
o\ PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bott1e 
I.D.    # 

s 3S c£& o %o^> tsj K 
PO ro f\ 

3o DOSAGE (total)   '.J2--J•Q. 

PLA8MA CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Act ua1 
Clock  Time 

(0-2400) 

CPYRID03 RBC 
ACHe 

uM/ml/min 

B28,B59 0 ££cdtgs 
ftBt w of 

ft<:<..<Lo.,V- 
B28i j. B=9'4^ 

B29,B60 0.25 
i^Oc^feb" £>%\Y B29;  =*> B60x^S= 

B30,B61 0.50 \ \. Ofc3^ 
B30s4,?7 B61: n   ,,, 

B31,B62 0.75 i • o^r 831 s £,& B62:u..r7 

B32, B63 1.0 (. 
O °\ OD 

B3£!?,/? B63!|-0.<.    v 

B33,B64 1.33 /, 
0°l<2-o 

83314,7? B64: c,   S :/ 

B34,B65 1.66 M 
C^*fO 

B34, J|f1 B651 c,   .   q 

B3S,B66 2.0 1. \ ooo B35!ioq B66 x q   j v 

B36 2.5 •i \ ^3^> B36i7^5 

B37,B67 3.0 / . 
HD o B37: £.$" B67: CJ qn 

B38 3.5 1   . \\3o B38i5*.t(, 

B39,B68 4.0 \aoo B33>Sj( B68s io ^ 

B40 5.0 »• \3 c>o B4O1597 

B41.B69 6.0 >. \*4 o^> 8411^,3? B69i\\.-:f| 

B42 7.0 1     • \S o^> B42:   * 

B43 8.0 •1 \to° B43: ^ B69A:,o \). 

B44 10.0 ,      1 l^CO B44:_£- 

5^ 

$5 

-fc JUlbus Oum^WAW^^        i4i 



page 9 of IS 

INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND PyrifVrerigniinp 

Lietman 
F     M  L O! PROTOCOL  DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
istration (0-2400) 

Route Bot 11e 
I.D. « 

S" asopr«r a^no tO A PO 
(O t^ 

(total)     %0/yyty' DOSAGE 

PLASMA I 
page 2 

Sample 
No. 

Schedule 
Time 
(hours) 

Date 
ddmmmyy 

Scheduled 
Clock Time 
(0-2400) 

Actual 
Clock Time 
(0-2400) 

CPYRIDOD RBC 
PCHe 

uM/ml/min 

B45 12.0 2$ O^S" A C o -• 9LC- O 
645,^ 

B46,B70 24.0 
3fcC^c,£ Of, <D - CPOD B46:.f B70: ^7 IjC 

^..  /..3*i ii^ *•*  /*•"* ^ .* i I « .   V J_ .7., 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND  PHA&StAgpine 

Lietman 
F     M     L 

61 PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
i st rat i on   (0-2400 > 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

S 3t5cdS-S O %oo to f\ PO fv; h 

%0, DOSAGE    (total)       ^YJTW ' 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 33 Oc4%> >6'1 
#£c •^A- « 

0.25 o%\ 5T 0<6  ^-5 *£<-/ 
0.50 • , O % 3o OS 3o *&</ •ffr/v* 

* 
'  L 

0.75 •• Dr6 W f o> SH r # ^2 
1.0 0°|00 O^ DO 

#^, •**/<< 

1.33 ', o^io O^Oo #?t/ 
1.66 m 

O^ ^o o^o # gr> 

2.00 V, 1 ooo |   OO  3 #^L *4s/s? 
2.5 ' \ \o3o I D3o 
3.0 « v \ oo \ \   O O •<§t< 

3.5 v 1130 \\ 2 o 

4.0 «. aoo \X o o Mt #^ 
5.0 \, »3> oo O o o 

6.0 I > .    l*f  DO iM^o 
#^v #Y*/v<? 

7.0 ^. I S^o \ V O^J 

a. 0 \. \ L Oo lUo 
10.0 1', 1S0 o \ S 0 0 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND .P^dostigpdne 

Lietman F     M     L 
01 PROTOCOL    DAMD 17-85-C-5133-02 

1 
MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.   # 

S 2±cd<6S G^oo tOt^ PO NJ A 

$L0 DOSAGE (total)   ^l^dl^- 

PHY8Z0LOBIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

,  , 12.0 Q. S Cci g s 3. C  OT 3. COO * %-L 

24.0 akcvUv ofroo o^ro o 4ri   , 1* 
1 
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INVESTIGATOR'S   NOME PT   INITIOL PT   # COMPOUND      Pyridostigiine 

Lietman 2.   -C  I_ 
F      M      L ol 

PROTOCOL      E&MD 17-85-C-5133-02 

Laboratory  -V^-^v-o H\>s>^-v^. ~TW-J* i> 

Screen Predrug 

TEST:NORMAL ddmmmyy ddmmmyy ddmmmyy ddmmmyy ddmmmyy 

NO:135-148   MEQ/L l*fc IW-2. nz 
K: 3.5-5.0   MEQ/L J/.r ti.H ^7 
CL:96-109   MEQ/L ?o7 lot /oV 
C02:24-30   MEQ/L 2i S- a? 3o 
SUN:12-25   MG/DL /2. i r n 
CRE0T:0. 4-1.5  MG/DL i.o /a 0.<? 
GLU:70-U5  MG/DL <?7 7/ Sr 
T.BILI:0.3-1.2MG/DL O   -T C^L a. 3 
D.BILI:0. 1-0.4MG/DL o. O OJ o.o 
C0:9.0-11.0   MG/DL ^-7 ^ <M 
P04:3. 0-4.5      MG/DL 

^.^ 1-1 2-  7 
URIC   0:4.2-8. 8MG/DL S^ SI «/.o 
T.    PROTifc.0-8. 5G/DL 6.? t>1 *.'* 

OLB. :3. 2-5.3   G/DL 4.3 4V ^ 

0ST:0-35   IU/L \°i )i ^3- 
0LT:0-30   IU/L £.3 )7 ;L2 

OLK   PH0S:0-95   IU/L 6<> 77 6*? 
CHOL:151-268  MG/DL N t) jU^ an 
LDH:0-200   IU/L rj2> )LI i 
CPK:0-160   U/L(male> hJh <i3 75 G) <#3 

St iJdy 

Date 
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INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND PyridostigpLne 

Lietman 
F      M      L 

e>) PROTOCOL DAMD 17-85-C-5133-02 

Laboratory   C\dL-s^-o VloTofc^vs^ V\<rMP' v-*-^ - 

Screen Predrug 

ddmmmyy ddmmroyy 
p^ts^ 

TEST:NORMAL ddrommyy ddmnuoyy ddrnmmyy 

NO:135-148   MEQ/L /V2 
K: 3.5-5.0   MEQ/L 4-Z 
CL:96-109  MEQ/L /oV 
C02:24-30  MEQ/L 3o 
SUN:12-25  MG/DL /V 
CREAT:0.4-1.5   MG/DL O? 
GLU:70-U5   MG/DL ^J 
T.BILI:0.3-1.2MG/DL o-3 j 

D.BILI:0.1-0.4MG/DL c / 
CA: 9. 0-11.0   MG/DL °m 
P04i3.0-4.5      MG/DL 3. / 
URIC  A:4.2-8.8MG/DL 4-3 
T.    PROT:6.0-8.5G/DL *7 .2. 1 

ALB. :3. 2-5. 3  G/DL */^ 

AST:0-35   IU/L ^ 

ALT:0-30   IU/L 3o 
ALK   PH0S:0-95   IU/L KJ\> 

CHOL:151-268   MG/DL aio 
LDH:0-200   IU/L Kjt> 
CPK:0-160  U/L(male) 60 

Study 

Date 
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INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND   Pyridostigmine 

Lietman 
F     M     L 

ol PROTOCOL DAMD  17-85-C-5133-02 

LaboratoryCW^V) /gwftfU^o jd^^t/iM •=*-(: 

Screen Predrug 

TEST                   NORMAL ddmmmyy ddmmmyy ddmmmyy ddmmmyy ddmmmyy 

Hgb 13.9-16.3 \S\<2 \ s\r It.o \S".n 
PCV 41.0-53.0 HH.t- M S\n ^n.i h1!"! 
Pit 150-350   \<; 

Ifcl I ci (- rt * ^c, 

RBC 4.50-5.90 S.^1 5 ^ 5 ry s.ti 
WBC 4500-11000 £,O0rO 1 Ceo fe^a-a Itfco 
Bands £-6>t H n 
Polys 31-76% *i 5 5 3 sn ^s 
Eos 1-4% a 1 2_ 
Bas i CD o tP 
Lymphs £4-44% •z°\ 3'L •3 3 3^i 
Atyp  Lym o C GD i 

Monos £-11% 
\ i 4> S 3 

Other o e> o O 

Ret ics 0.5-1.5% s>~V O.I o.n \.3 

St udy 

Date 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND J^YHi^ostignine 

Lietman 
F      M     L 

d\ PROTOCOL   DAMD 17-85-C-5133-02 

URINALY8IB 
Labor *•<|£!3fe*w PL~~~«Mfr 

Screen Predrug 

ddmmmyy ddmmmyy ddmmmyy 
-ZbCjlfc 

TEST                    NORMAL ddmmmyy ddmmmyy 

Color/Ap 
SJ .~S> v c W.v NJ 1> . NJ > 

Sp.    Gr. i.or.q \- OCJX \.o\fc 
pH •- 

(0.^ t . O G.o 
Protein 

<N*^ "Trcoc*. tvcw 

Ketones i 

G 

We* ft ft*/ w*y 
Occ     Bid fcfti* v^-o-</ 

Bili. 
V^^v 

o 5 

RBC '• \ 1 

WBC O 1t> 0-3. 
Casts O t> CD 

Epi.    Cel i . 1 o O 

Crystals •• o O o 

Bacteria t . 
£<u-i O o 

Study 

Date 

ELECTROCARDIOGRAM 

Date 
ddmmmyy 

NORMAL 
check 

ABNORMAL 
check 

Describe  abnormalities 

•i\ 0& gT / 

M0<* S<; • 
Zt;Gd^ / 
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INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND J^ritbatigmine 

Lietman F  M  L o\ PROTOCOL iWMD_l_7-8^C_-5133-02 

A0VER8E EXPERIENCES 

check if none occurred KT 
ADVERSE ONSET CESSATION SEVERITY REL1N TO ACTION 
EVENT (Date/Time) Date/Time (Check) TEST DRUG (Check) 

# • • • 
dd mrnrn yy dd rnmm yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• • n 
Sev UNKNOWN Stop test 

drug 

# • • • 
dd rnmm yy dd rnmm yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• D • 
Sev UNKNOWN Stop test 

drug 

COMMENTS (Indicate # and event) 
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INVESTIGATOR'S NAME PT   INITIAL PT   « COMPOUND   Pyiidqstigmiie 

Lietman F      M     L° ox PROTOCOL   DAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmmyy Procedures 

— 
«23<J0T£S" 

Screening   laboratory 

^5"<xrrfcif History,    Physical   Exam 

O SHocTte" Admission 

5 CP^^STSS" f.O- 
5 OI AW&" rrw. 

I cert ify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of ^X__ Pa9es» f°r subject # Qjk^—* 

2) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

Invest igator*" s ature 
.M. D.      *$&&& 

dd/mmm/yy 
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INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND Excldestigrooe 

Lietman K S. % 
F  M  LO 01 

PROTOCOL E^ffi.I2-S1-C-5133-02 

Date  of  evaluationQ^/ilcl/'jLS 
dd   mrnm   yy 

Date  of   birth       JL^&/£.{&J& 
dd   mmm  yy 

"Jal-feail. .Q:^__iL_1_2_\ 
print   name       '-> 

Age 

Sex 

Race 

JGL 

No Comment* 

Allergy s reiUC, \\   ^ --)  \\ • vf;   .. r \ 

Tobacco Use y 
Alcohol Use y o c/vnS 

Recreational Drug Use y 
Medications past 2 weeks ^ 

Experimental Drug Exposure t/ 

Blood or plasma donor \S 

Prior Surgery </ 

Eye, ear,   nose, throat ^ 

Endocrine(diabetes,thyroid) •" 

C-V (heart murmur,HBP) 

Pulmonary (cough,asthma) \S 

Hepat it is,gastro-intestinal •^ 

Sen i t o-urinary LS G- . C .  * 0 ^e«-fi *-y^» 

Musculoskeletal <X" 

Neuropsych i at r i c y 
Pesticide/herbicide use YVcTT «*^ W^i>— 

Other 

151 
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INVESTIGATOR'S NAME PT INITIAL PT « COMPOUND PjoadoatigBMe 

Lietman K   e   C\ 
F  M  L§ Oj_ 

PROTOCOL D^D_lZd35_-£;;5133-02 

PHYSICAL  EXAMINATION 
Date Q5/QCf/iJ 

dd mmrn yy 

Temperature Pulse Respir Blood Pressure Height (cm) Wt. (kg) 

3> J3. _Q c _ ± ^/min ^ 2Vmin _l A k/_7 2L _! 3. ^L.^I k i.. it 

GENERAL EXAMINATION: 

(check) Nor. Abn. Provide details of abnormalities 

Head/Neck ^ 

EENT 
y YW \  \f\ l \*v IOL     VOVNO'S     Pft.\«.T\^o' 

Chest,lungs u/ 

Heart y 

Abdomen *s 

Genitalia t^J^>. 

Rectal 
fO.V 

Extremities 

Skin ^ 
2 W.-rr^i  '-V-O 

Neurologic \y 
o 

CHE8T  X-RAY 
Date QS./QH/iS 

NORMAL y ABNORMAL Describe abnormalities: 

Examiner 

~^JCWV    Cr , 1>^^ 
print   name "fc 
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INVESTIGATOR'S  NAME PT   INITIAL PT   * COMPOUND Pyridostignine 

Lietman F     M     LO 
cl PROTOCOL DA"0 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddnimmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    * 

5 Dl*J<V«S oUo O^lo IV NJ K 

tbie DOSAGE   (total) 

PLASMA  CONCENTRATIONS 

&*-• 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID0D 

\jCr/rr>u 

RBC 
ACHe 

uM/ml/min 

B01,B47 0 oi Ouj&y OlSa OT^^ B01: ^_ B47|j£jf 

B02 0.08 11 o^o^>' o^^ir B02iS(_ 

B03 0. 16 >, 
«D% 1 O r>% i o 

B03!4,3? 
BOA,B4S 0.25 i 

oXii* OS 13" •0*ig,fefc B48: ,-?<-•; 

BOS 0.33 i, o ^ ao G ?ci o B05: 4,^ 

BOG 0.42 i4 o %zr ofrAr B06!?^ 
B07,B49 0.50 •. oHo O^O B07:9of B49:,  ,   )••-/ 1 u J 1 

B06 0.58 i. o£33-~ o&:?:r B08s/.# 

B09 0.66 i, oSc/o 08 ^ B09J _£ 

B10,B50 0.75 (, c&ny oSV:T BlOxArM B50: i -i  v , 

Bll 0.63 i. 0% So O^O 
811 *5P& 

B12 0.92 i, OkTS" OB- _T_T 
B12^.3f 

B13,B51 1.0 i. O^ CD O ^ c>o 
B13x /,f£ 

'3 3+ 
B51: , ,;  'Y 

B14,B52 1.33 (. 
O^Uo c^JLo B14:^ B52:, i  ,j 

B15,B53 1.66 •. O°\^o 0 3*/^ B15: j- B53: j ]  /.^ 

B16,B54 2.0 '. loco /  -'C   J> B16:^ B54:,;   7/ 

B17 2.5 u |OJ^ /?5s B17:^e 

V X*&H^~ CUiXlAY   ^r^JbbLHjtxi.      " 
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INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND Pyridostignine 

Lietman 
F     M     LJ 

Ol. 
PROTOCOL •® 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    « 

5 0\ IVJ/viSsT O'S <J CJ OHo IV U4\ 

DOSAGE (total) .J^.OC^Ll 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock Time 

(0-2400) 

CPYRID03 RBC 
ACHe 

uM/ml/min 

B18,B55 3.0 Ol   t0;v-£3' 1 1 ^0 II 0=J 
sis: j* B55:, 

BIS 3.5 -• M3o }) 3o B19: ^ 

B20,B56 4.0 
1, U o* UCo B20: ^ B56: 

B21 5.0 <! \ 7 1 r_> il 00 B21«^_ 

B22,BS7 6.0 
\, 

I1/00 l 6f t,^ B22: ^ B57 Hti   7 <- ~"w '   " Li 1     f IT 

B23 7.0 ' 1 
I 5 CJ 0 1   S~&^ 

B23: *- 

B24 8.0 ' I \<oOO ifcoo 824:^ 

B25 10.0 » ^ 
>^0O ift&O B25:   4 

B26 12.0 1 \ 

QOuO ao co B26:   x. 

B27,B58 24.0 ol K3U to- oS'o^ o£oo B27: ^- B58iic      - 

^XA^iJDujdtxj^ 1 ^A 
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INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND JEjnlikjatiginine 

Lietman X JL Qt 
F     M     L-) 

OJ- PROTOCOL JMMD_12Qa5-C-5133-02 

MEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

5 o\tirit£ ogjo oB Jo IV N) <\ 

.(tit DOSAGE (total) _!_f _HL_0T^1:. 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 
C ! *Oro 'LS on <: => on s-o V^ %7-i # 

• k 
0.8 

r.^OS oK&y 
I 

0. 16 •. o * \ ° oS / Q 

0.25 •. 
o% >£ o£)V # GZ 

0.33 i. oS<3 o <=>£:* o 
0.42 '. o&ii ogav 
0.50 o%3 3 o S3 o *£^/ *mlst * 

IN 0 

0.58 1 , 

oUS 0&3-T 

0.66 i , o^o cSfc^O 

0.75 « ^ OS 4 5T o&vr *n 
0.83 i. 0%S o 6§ro 
0.92 * i OfciTjr osrr 
1.0 ii 

O^ oo o^oo *&s #3S^7 
1.33 I. 

O^l^O /*)ruo # &S 
( 

1.66 t 

0°\^0 rt^^o * £* 

2.0 • t (  o oo /  Oo S> • rj^ #3T^4 
2.5 /1 

J ° J^ lol => 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND JPjffi^ostiffline 

LJetman X £ Si 
F     M     L~> O^ 

PROTOCOL _^MD_lZ-_85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
i st rat i on (0-2400) 

Rout) Bottle 
I.D.    # 

e Cu ^oi&£ O % Oo O <2 3) o IV Iv  K 

f DOSAGE (total) 

PHYSIOLOGIC VARIABLE! 

06 /nw 

page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock   Time 

(0-2400) 

Act ua1 
Clock  Time 

(0^2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3.0 
01 NW.SS \ \ c, 0 #T7- 

3.5 * i \\3o 

4.0 
•• Uo^ *nc %/<•> 

5.0 >. 
13 0 0 

6.0 .'1 1 l/o 0 loo •«7Fi 
7.0 % 1 lS'^^ 

a. 0 \ 1 |&0o 

10.0 1, A^bo 

12.0 1 < 

3 003 

24.0 
OJ? KJ(5\J ^ oSoc> #//2 #49 /5b # c. <:. 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND _Pyri^sti£grijTe 

Lietman 
X J= i\ 
F      M      L13 OX PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
i st rat i on (0-2400) 

End drug admin- 
istration (0-2400) 

Rout( Bottle 
I.D. # 

0. y^ o&d £>% O^ oz c±r PO to A 

50 DOSAGE (total)   fi__/2Z!^J_ 

PLASMA CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(ft-£400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID03 RBC 
ACHe 

uM/ml/min 

B28,BS9 0 
XH Octsy ^nss onsi" B28«* B59:(3  0. 

B29,B60 0.25 • • £>%a& Og^0 
B29:^. B60:,^ <,fc 

B30,B61 0.50 ». &23±- 08 35" B30: A B61x(1 c J>- 

B31,B62 0.75 1, O£^"o O&fQ B31: a B6£: j i^  1 0 

B32,B63 1.0 •l o^osr ^oV B32: j^ 863! 13.(7 

B33, B64 1.33 '. 
O^S' O^ ^ b" 

B33:£# 86A' /5.3c 

B34, B65 1.66 '. 
o^^r O^ VS" "••tt B651 | J 1 < 

B35,B66 2.0 t , loo5 looS~ B35M^4 B66: H.Cfc 

B36 2.5 )> 1 o3r joir 836! 5:50 
B37,B67 3.0 l< 

lios- ll o>S B37iS./5 B67s iPS -<• 

B38 3.5 <. liir I i3 Jr B38IJL9^ 

B39,B68 4.0 (I l^O-T i Poi" "••^ff B6e,/O.2o 

B40 5.0 l> 

l3or i3o.r 840 "e?.^ 
B41,B69 6.0 1' 1 L/o r i^r 8411 £ft B69: j, /J 

B42 7.0 (, / ro v isor •*«"i?.5f 
B43 8.0 * i ^r itor B43:   ^ BegA:^  T; 

B44 10.0 <• 

i£oS^ (fob" B44:-)(r 

S3 AjirrtAnn / / ^ i\ I /"WO r-4-r 1 LVT~» 
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INVESTIGATOR'S NAME PT   INITIAL PT   « COMPOUND - Pvri riost-.i pprine 

Lietman 4i ,F£\ 
F     M     LT~3 oX PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
i »t rat i on   (0-2400) 

Route Bottle 
I.D.    # 

"X ^OclSJ" oSrciiT OS-COT PO 
Wr\ 

(total)     %0rm%. DOSAGE 

PLA8MA I 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD 

\JCr|rr>L 

RBC 
ACHe 

uM/ml/min 

B4S 12.0 
2*i od i S ioo->' 2c>^ V-T 

B45, ^ 

B46,B70 24.0 
loOeW o? o y ft ?.ot B46» *- B70l/<^ . 

-L                1 ,      »      ,    A —         i             A .    .. - ~* Jr". .;-/-, 1 •   vak 
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INVESTIGATOR'S NAME PT   INITIAL PT   « COMPOUND Pglcbst.lgniDe 

Lietman 
F     M     L»5 

ol PROTOCOL EIAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    « 

a ^ OiA SS oSos" os^r PO NJ h 

DOSAGE (total) 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 2T OrKS" OIS-3" o i b~ y *   15 ^ 
%/fl \,fc 

0.25 •• o &2o OUo # e 

f 

0.50 'v O %Z S o2 3i~ * "72 \?h<* *   i. 
0.75 t ^ 0?S'Ci osro #^v 
1.0 '. o *\ os"" e-.^oir #fe& V»A» 
1.32 '. c^y O^QJT v^v 
1.66 1. o°i l\ 2T o><wr 
2.00 1, 1 oo ^ io0y fcO V/j* 
2.5 1. 

i oir ioir 
3.0 1, 

11 o ^ 1 / oif "feo 
3.5 I, 

•n ^r // 3r 
4.0 4. \aoi' i ^ or "TV 

«        1   WC 

_ 

5.0 1. ilor i 3^y 
6.0 '. \HG±' ) L/o *- *s? *te/n 
7.0 I ror i roj>- 

/ 

8.0 *      . Itoi" lto>* 
10.0 1     . 

i is or i ?o^ 

159 
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INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND JP^^^sti^Tiine 

Lietman 
JK r. .\ 
F      M      L Q 

ua. PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
istration (0-2400) 

Route Bottle 
I.D.    # 

1 2lQcUr     o^r O &TJ  V 
PO /vwv 

DOSAGE   (total) 

PHY8Z0L06ZC VARIABt 
page  2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 2f\ CVt &s '    3- Cr  >- Soc ¥ * U"&. 
24.0 

IDOC^V 
02 o z" 

o^o fe #2o %>,{ c>* 

160 
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INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND Pyridostigpine 

Lietman F     M     C"0 Ol PROTOCOL DAMD 17-85-C-5133-02 

CHEMISTRY VAU 
Labora 

TRY VALUES , r 

Screen Predrug 

TEST:NORMAL dd rummy y ddmrnrnyy ddmnvnyy 
1 ^oJs*- 
ddmmriiyy 

\oi k)rt fri" 
ddmmfiiyy 

NA:135-148   MEQ/L N ^ /<Vo 
-^ 

K: 3.5-5.0  MEQ/L rJ& <V-n H.r 
CL:96-109  MEQ/L 

^ /oL /©a 
C02:24-30   MEQ/L 80S ^ ^? 
SUN:12-25   MG/DL 13 /fc )<4 
CREAT:0. 4-1.5   MG/DL I 1 /• / yj 
GLU:70-115   MG/DL 02 *">/ *:? 
T. BILItO. 3-1.2MG/DL 0.2/ 1-2. 5-7 
D.BILI:0.1-0.4MG/DL £.6 O-b <5> o 
CA:9.0-11. 0   MG/DL Ics  1 <U f.* 
P04:3.0-4.5     MG/DL n 4 3^7 <V-o 
URIC   A:4.2-8.8MG/DL ^6 <r. 7 S.I 
T.    PROT:fc. 0-8. 56/DL ? 4 n.3 6-1 
ALB. :3. 2-5. 3  G/DL _r.o *.* 4.4 
AST:0-35   IU/L a? 22 a/ 
ALT:0-30   IU/L ^.-4 l°> i<i 
ALK   PH0S:0-95   IU/L 

Q/ LX sr 
CHOL:151-268   MG/DL iW nr n<r 
LDH:0-200   IU/L ru V 12*1 t'f 
CPK:0-160  U/L(male) J\J0 2L^8 )*fO l^a ,/6 

Study 

Date 

161 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND _ j^yridos tigpi ne 

Lietman K &. 4 
F     M     LO 

0^ PROTOCOL DAMD 17-85-C-5133-02 

CHEMISTRY 
Laboratory j_ •^v^_J^vrg )C-u^-r^      "~r\p^v> *"*»-\ Lig 

Screen Predrug 

TEST:NORMAL ddmmmyy ddmmmyy ddmmmyy ddmmmyy ddmmmyy 

NO:135-1AB   MEO/L i*/r 
K: 3.5-5.0   MEQ/L U.J 
CL:96-109  MEQ/L 

lol 
COS:24-30   MEQ/L 

^ 

SUN:12-25   MG/DL \1 
CREAT: 0.4-1.5   MG/DL 1.2 
GLU:70-115   MG/DL ^S 
T.BILI:0. 3-1.2MG/DL 11. 
D.BILI:0.1-0.4MG/DL 

G O • 

CA:9.0-11.0   MG/DL KJ^ 

P04:3.0-4.5     MG/DL 3-r 
URIC   A:4.2-8.8MG/DL 5-6 
T.    PROTtfc. 0-8. 5G/DL t.l 
ALB. :3. 2-5.3  G/DL S.D 

AST:0-35   IU/L ^3. 
ALT:0-30   IU/L IS 
ALK   PH0S:0-95   IU/L 5"7 
CHOL:151-268  MG/DL £ o r 
LDH:0-200   IU/L /3/ 
CPK:0-160  U/L(male) /a? 

St ijd y 

Date 

162 
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INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND    Pyridostigmine 

Lietman ^ £ a o^ PROTOCOL DAMD  17-85-C-5133-02 

HEMPT0L08Y VALUES    .        ..     , , 
Laborat or y   _.^UuVYVA _  VVV^ ^ K ( " f 

Screen Predrug 

TEST                   NORMAL 
23ndiiJ 

ddmrnmyy ddmmmyy ddmmmyy ddmmmyy ddmmmyy 

Hgb 13.9-16.3 |3.<7 Wfc, »M.| )S.o 
PCV A 1.0-53.0 h\  o H/.l L<i.n ^. 4 
Pit 150-350 3&2 ^CM n s <Yio 
RBC 4.50-5.90 H-<>1 H.s>} H 8^ S.ll- 

WBC 4500-11000 b ' 0"^> & J> CO Uo'c S")oo 
Bands 2-6% \ 1 <K 1i 
Polys 31-76% ^C H 7 1   s 15 

Eos 1-4% n 8 lo 3 
Bas c o 1 i 

Lymphs 24-44% 
^ 35 W  i 3*7 

Atyp   Lyrn o r^ ( o 

Monos £-11% c G °l o 

Other o o o o 

Retics 0.5-1. 5% tJl> o. °i o.l l.o 

Study 

Date 

163 
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INVESTIGATOR' S NAME PT   INITIAL PT   # COMPOUND   Pyridostignine 

Lietman 
F     M     LO oa PROTOCOL   DAMD 17-85-C-5133-02 

URINALY8XB VgU*8       ..     .. d T^^t^h 
Laboratory   *OJMs,wS    MotoViM      T\trr^rirC^v-"6 

(3£l^t6<5JP   Y^JJtl^U^ MA/ 

Screen Predrug 

TEST                    NORMAL ddmmmyy ddmmmyy 

3 oo^ isr 
ddmmmyy 

C»"L Oi«ii 
ddmmmyy ddmmmyy 

Color/Ap N T> N>$> 0^   "*> M Ti, 

Sp.   Gr. /.ol3 \OT/1 I.&21 N  6 
PH t r G.o £. o G.o 
Protein 

~W 6 «<_ ~l» t-o. ww ^V^S/ 

Ketones 
'VVB i, K£»v 

Occ     Bid 
6 0 

-~V_UA 

Bili. 

RBC 
a 0 

V C^> 

6 

WBC O \ CD ^xjau^fc^ 

Casts o O o CD 

Epi.    Cel O O I o 

Crystals 
<Ei o> o o 

Bacteria Ci O o o 

Study 

Date 

ELECTROCARDIOGRAM 

Date 
ddmmmyy 

NORMAL 
check 

ABNORMAL 
check 

Describe abnormalities 

tdMl / cMxzJUmlLL Sf'TIh&*dUk 
VI(J6 ?ST y 

gOQcj if v/ 
/Hfrn - AfUfJjfafi ST-T&AsnMj rnnGtattif 

VJJQO ft£ J SV>#K'AJQJSI/IS ST-T/A/iArfp^ *HJ* ctdajuEwifi 

lhL 
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INVESTIGATOR'S NOME PT INITIAL PT # COMPOUND PyT-irlngHgpinp 

Lietman F  M  L 0 
CJ^L, PROTOCOL DM© 17-8£-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred 0 
ADVERSE ONSET CESSATION SEVERITY REL'N TO ACTION 
EVENT <Date/Time) Date/Time (Check) TEST DRUG (Check) 

# • 
Mild 

• 
DEF. 

• 
None dd mrnrn yy dd mmm yy 

• 
PROB. 

• 
Mod 

• 
POSS. 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT •• 

• • • 
Sev UNKNOWN Stop test 

drug 

# • • • 
dd mmm yy dd mmm yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

COMMENTS (Indicate # and event) 

165 
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INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND J!yii.l^stigirLne 

Lietman F      M      L o3 PROTOCOL   DAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmmyy Procedures 

— ^Odi vs "Screening   laboratory 

— <2s OCTK" 
History,    Physical   Exarn 

0 £%cer&~ Admission 

c3 <#)oorfr 1.4. 
S Ol ffos) ^ Op#L- 

I cert ify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of  .JJL pages, for subject # 0._^£_- 

2) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

M. D. 
Invest igat gnature dd/mmm/yy 

166 
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INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND EXDt&StigPBBe 

Lietman A X £= 
F  M  L 

Ol PROTOCOL DM© 12-81-C-5133-02 

Date  of  evaluationQ^S/QtP'SiS 
dd mmm yy 

MEDICAL HISTORY 

Examiner 

Date of birth 

Age 

Sex 

Race 

dd mmm yy 

^_/_yrs 

_rvv_ 

!2L 

print name   <5 

No   Yes   Comments 

Allergy s 
Tobacco Use 

s/ 

Alcohol Use \S X~«-t€.VvA 

Recreational Drug Use \S 
1 

Yrv^T\ ^Otvc ~W^L "7^y^ <^ 

Medications past 2 weeks 
i/ 

Experimental Drug Exposure s *~*fS> \jje-S    \«-S"t - 2.  W-W^ t 

Blood or plasma donor sS Va^X     i\ - S"    -\^\ C-^ 

Prior Surgery 
l/ tt 

Eye, ear, nose, throat s V.«u«t ^*-v«- / Ol-ffcS^C*— o» c-V>0 **- 
a* 

Endocrine(diabetes, thyroid) <S 

C-V (heart murmur,HBP) </ 

Pulmonary (cough,asthma) ,/ 

Hepat it is,gastro-intest inal i/ 

Senito-urinary ^ <?C~-lC«^rS ^S_1L>. <*CKJ 

Musculoskeletal S" 

Neuropsych i at r i c ^ 

Pesticide/herbicide use 
Njfi~t  G^ S V_«J^- 

Other 

^ * 

167 
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INVESTIGATOR'S NOME PT INITIAL PT # COMPOUND EiEiibatigBdee 

Lietman 
F  M  L O^ PROTOCOL D^IZd85r£::5133-02 

PHYSICAL EXAMINATION 

^T-dd mmm yy 

Temperature Pulse Respir Blood Pressure Height (cm) Wt. (kg) 

3 n. a> c 3 Q/min 2-C/rnin _1 2.  o /IZ. Q_ J_ IL £_. il S_ 1_. Jz 

(check) 

GENERAL EXAMINATION: 

abnorma1i t i es Nor. Abn. Provide details of 

Head/Neck S 
EENT S 
Chest,lungs 

*0>cfT.  <^f^0- 

Heart / 

Abdomen )/ 

Genitalia 
lOcTt <^^y~J>- 

Rectal 
^~J o\ o^zm— 

Extremit ies L/ 

Skin i/ •So 0- V V L) ^ <S^rt~r   \ * °x CT<^- Vva^r^r^ 

Neurologic ^ 

—                     VJ v 

CHEST   X-RAY 
Date 2S/OcT7^jr 

NORMAL X ABNORMAL Describe abnormalities: 

Examiner 

print   name 

168 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND Pyridostigmine 

Lietman 
A   T Q 
F     M     L Ol 

PROTOCOL DAM0 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
istration (0-2400) 

Rout < Bottle 
I. D.    # 

39 0cX9S C^SO-CJ O^JD IV TO ^ 

DOSAGE   (total)      _jWL£Q&L 

PLASMA  CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Act ua1 
Clock  Time 

(0-2400) 

CPYRID0D 

UG/.T^L 

RBC 
ACHe 

uM/ml/min 

B01,B47 O 2H Ot* S S" on ss onsr BOl:^ B47:Q^. 

B02 0.08 •• o8 oS" o^or B02«55q 

B03 0. 16 ** Ci'S lo o&|o 80315,<to 
B04,B48 0.25 1 . c>S)S* o%\b" B04 :$,<?/ B48lU.ofc 
B05 0.33 '< oUo o <s 5o B03i^ 

B06 0.42 li o % a.:T o9^5 
B06:9^5 

B07, B49 0.50 u ©& 3> CJ o£r3o> B07:/Of B49:U ^ 

BOS 0.58 * t 

<D* 2>S o^b' 
B08:J% 

B09 0.66 %, OS   Vo 0<6</ O B09:^, 

BIO,B50 0.75 • » alsH^r OSVT B10« ^ B5°%.M<1 
Bll 0.83 ». £><kSc> O^i'Ti •"•A&L 
B12 0.92 >< d?rr oBS"^ B12,<3.fi 
B13,B51 1.0 •t C>°\ £> o O^DO B13:   ^ B51: |j7^ 

B14,B52 1.33 
• i o°\X o O^^o B14:   * B52:|i.tU 

B15,B53 1.66 
• * O^Lj o O^o B15: ^_ B53:/-?iX 

B16,B54 2.0 s i o o -o> I ^ oo B16:-^ B54IQ. ^ 

B17 2.5 >s 
i ^2^> 1 o 3 o B17H_ 

5£   XuWfl/QAO^ /Qz/A/OxtUnirxt 
69 
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INVESTIGATOR'S  NAME PT   INITIAL PT  # COMPOUND Pyridostigmne 

Lietman f! H _<£ 
F     M     L 03 

PROTOCOL °AMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I. D.    # 

Q. 2^o&te OgO o e>%3<^ IV NlrX 

DOSAGE (total)    .00 /^Ifr* 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID03 RBC 
ACHe 

uM/ml/min 

B18,B55 3.0 P^Oc^ 11 Cs<=> \lOO 
B18s  * B55sQ.T, 

Big 3.5 i . 

U3 o \ i^o B198^ 

B20,BS6 4.0 i« 
\Q o o l«2- CbO BSOl^ B56!QH 

B21 5.0 i\ 
\3DQ 13 oo B21i * 

B22,B57 6.0 (| 
\ M oo i VOJ 

B22: * B57^.3K 
B23 7.0 »-» 

iS&a \ S"G 4 B23: ^ 

B24 6.0 'v 
IUQ Itoo B24s   ^ 

B25 10.0 »l 

I % Ci o \7 0  3 B25:   ^ 

B2£ 12.0 i l 

3-D C^ 2D  O O B26: *- 

B27,BS8 24.0 3&0c^ 0*S O o OS Oif B27:   ^ B58:|13^ 

MWMl  QwJbMittiU 
L70 
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INVESTIGATOR' S   NAME PT   INITIAL PT   # COMPOUND J^arLdostienine 

Lietman A3.  L: 
F     M     L c>3 

PROTOCOL JMMD_17Qa5.rC-5133-02 

MEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I. D.    # 

Q. Qc\ ©eft SS" O g Go £>B3o IV Ni A 

DOSAGE (total)   li^^L^I^l 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bprn 

Hand 
Grip 
L/R 

Coord 
Test 

0 a^octss- on S~r olSS^ 1 O 
#3o/l 3 * ok 

0.8 *\ o&or r>S oiT 
0. 16 f t oS/o oSl o« 
0.25 i, 

o^i y o8^S~ # 6S 
0. 33 \ O%^o ogao 
0.42 '. osar C^^LS" 

0.50 <« oUo oS3o *£</ *3lhi Ok 
0.58 u ^g3^ ©fc3.T 

i 

0.68 '« o^Vo G8^o 

0.75 *, o&vr ©EWS" *6£ 
0.83 l« 0& S" fc osro 
0.92 1 s o^-s-y cjur 
1.0 1. Ol 6o oloo •6% 'J% 
1. 33 1 ( e>1ao D^o 

#kG 
1.66 v. O^-Lfo d>°/Vo *fcl 

2.0 «, | 00 o lO^o 
#1o •*A. 

2.5 t • 

[o 1o / 03 3 

171 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND    Pyrictostigmxie 

Lietman 
F     M     L O 3 

PROTOCOL    DftMD 1Z-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End   drug  admin— 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

2. -><\od&r CiSoo ©S3o IV *J ft 

DOSAGE (total) 

PHYSIOLOGIC VARIABLE! 

(sb /rnfr. 

page   2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock   Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3. 0 s-^o^&r \\ Oo U C>o 
# 6S 

3.5 • • \\3 » u3 o 

4.0 .. \2L^i ^ llOo #6C •*%, 

5.0 K. i7o^ \3 o<* 
6.0 1 < iHoo \^0o # 7* * %H 
7.0 ti 

\S &^ \sot 
8.0 

11 1   lab ^ 14DO 

10.0 l\ 
\^o O I ?oo 

12.0 It ^_o "0 o ^- o c> o 

24.0 ruo^&r £>%* O o&fctf #Ta *%%n *ck 

172 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND _P^^^iggripe 

Lietman 
J9_T JL 
F      M      L &3 PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddrnmmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.   # 

s- OlNJ^igS' c^SoT O £ O  S" PO |\J?V 

>0 "-v-^- ~"MA  cSi._^~rJL 4. U\ u 
DOSAGE (total) _^Q_L•§-_ 
PLASMA CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddrnmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID0D RBC 
ACHe 

uM/ml/min 

B£B,B59 0 Ol^>ro£3" C>1H^ oi^" B28: ^ B99ii£*ft \ Si 9 -E 

B29,B60 0.25 •• Og^O 0^2o B29:^ B60r |3aL 

B30,B61 0.50 ^ &1; ly og3 y- B30:_fc- B61s'3.Dg 

B31,B62 0.75 '» o§yo osro B31 %8D 8621 a.^o 
B32,B63 1.0 '< O °lo!T O^OS" 632:^,0^ B63: ,,.£, 

B33,B64 1.33 '. o°iar c °i<ar B33itt5 B64: II.ot 
B34,B65 1.66 > ( o^ir oi^r B34:c3lQ B&5: £# 

B35,B66 £.0 4^ looy /oor B35 :<),<&£ B66!/o.o<? 
B36 2.5 lV 1 o3>jr /63^r B36:/0.^ 

B37,B67 3.0 t   , 

M o V nor B37:/^,C B67:^ ^^ 

B38 3.5 «. I) If 1/3 ¥ B38:/£,-? 

B39,B68 4.0 1  • \±oy ucr **3*ID,6 B68:/0./o 

B40 5.0 1, )3 or i3 &r B40:^ 

B41,B69 6.0 \ '^or jVor B41s3.3£ B69:,( ,2 

B42 7.0 (x IS OJT IS-o^ B42:*V3 
B43 8.0 •• \Lof Ko? BA3!^5'5 B69A:N; T) 

B44 10.0 < /<*oy~ /S05 B44:  JL 

>* 

^> 

W TfttES? OCdAu/ t^K^jJajJddiXl 173 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND -Pyridostigraine 

Lietman _6_I Jc 
F     M     L o3 

PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

S oi ^<r4%$ o^r o^r PO M*\ 

DOSAGE (total)   fj_Q_02k§^ 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID03 RBC 
ACHe 

uM/ml/min 

B4S 12.0 
O\0«M S.T SDOS' a.ooif B45: ^ 

B46,B70 24.0 
&1 V^M^" oSe>r DP'O-S' B46:sk_ B70M3^o 

# ^MJj^ar (MtiOJj- f^n^Mx^kx^ 174 



page   10  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND Pyridostigprine 

Lietman _A _TJr 
F     M     L ol> 

PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

5 0( K)«v;fc> oXoS" GEor PO M A 

DOSAGE (total) 

PHYSIOLOGIC VARIAE 

StOrm^. 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 Oi V0<rj^~ ©IV 5" onir #4V *Wl7 *ok_ 
0.25 

f oB:oo ^>S<?u^ •TS 
0.50 «, oWr &8 3y *6V HTA/J' **L 
0.75 •\ 

O&X o OS-S^ # £>& 
1.0 •, our a 105*" #V^ %<jb 
1.33 •. o°ia.r °^r *6V 
1.66 '• o^hy o^y_r *4,</ 
2.00 '< /OOJT fOOi" *4o %>M 
2.5 t. 

/^3y / oJjT 

r r f   ,  f 

3.0 i. nor // 63' *£o 
3.5 • v ul? HIS* 
4.0 '• IJL6S /ior §J* %2 fa 
5.0 '* /3&r /3&5~ 
6.0 /V03" /^r #7o **v/vy 
7.0 ». Tor /ror 
8. 0 i. ^ur /6o^ 

10.0 * \ 
i?oT fg Oi" 

175 



page   11   of   15 

INVESTIGATOR'S NOME PT   INITIAL PT  # COMPOUND   .PX^dosti^tilie 

Lietman 
_6 _T   <r 
F     M     L o3 PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End  drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

<tr 0/tJo/%s'      CjroS~ 0 ?o^ PO »J* 
DOSAGE (total) 

PHYSIOLOGIC VARIABLE! 

§LQ-0T^.I 

page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock   Time 

(0-2400) 

Actual 
Clock   Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 Oihioi^f 2o^ ^Lc^r *£o 
24.0 GlKUSj- o^or ok^S" *~r}y *WVo ok." 

176 



page   12   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND Pyridostignine 

Lietman 
F      M      L O^ 

PROTOCOL DAMD 17-85-C-5133-02 

CHEMXBTRY  VALUES 
Laboratory   _^W^*K?. &3k& ̂L. Vlr->^' r 'v 

Screen Predrug 

TEST:NORMAL ddmmmyy ddrnrnrnyy ddmmmyy ddrnrnrnyy ddrnrnrnyy 

NA:135-148   MEQ/L 
l<il 13? 137 

K:3.5-5.0   MEQ/L H.jr 4.7 ^3 
CL:96-109   MEQ/L /or /O o /o'3 
C02:24-30   MEQ/L 24 sn 2£ 
SUN:12-25   MG/DL s i2 /* 

CREAT:0.4-1.5   MG/DL o.9 0.£ o-9 
GLU:70-115   MG/DL ?£ KZ S3 
T.BILI:0.3-1. 2MG/DL O   *i O h n/H 
D.BILI:0.1-0.4MG/DL o.o r\ o O-o 
CA:9. 0-11.0   MG/DL 

^•7 °\-i ^•~7 
P04:3.0-4.5      MG/DL 3.*) 3.8 4-3 
URIC   A:A.2-8. 8MG/DL 7. 4 3-3 J % 
T.    PR0T:6. 0-8. 5G/DL ~7. y T2. 6-S 
ALB.:3.£-5.3   G/DL V-r ^V ^ -i 
AST:0-35   IU/L 

^ ;i /j~~ 
ALT:0-30   IU/L /y So n 
ALK   PH0S:0-95   IU/L 8ro fy nl 
CHOL:151-268   MG/DL M5) ^ 7 2L3-£> 

LDH:0-200   IU/L rVj> ^ $3 
CPK:0-160   U/L(male) A/D r ?3 ^ r i*r 1 (^ 

St udy 

Date 

177 



page   l£^bf   15 

INVESTIGATOR'S NOME PT    INITIAL PT   # COMPOUND Pyridostigpdne 

Lietman 
F      M      L 63 PROTOCOL DAMD 17-85-C-5133-02 

CHEMISTRY 
Laboratory '^^L^-A^^1^ VVrv^^ 

Screen Predrug 

TEST:NORMAL ddmmmyy ddmrnrnyy ddrnmrnyy ddmfnriiyy ddrnrnmyy 

NA:135-148   MEQ/L I 31 

K:3.5-5.0   MEO/L 4.o 
CL:96-109   MEQ/L °l? 
C02:24-30   MEQ/L a. 4 
SUN:12-25   MG/DL ia 
CREAT:0.4-1. 5   MG/DL o.^ 
GLU:70-U5   MG/DL S* 
T.BILIrO. 3-1.2MG/DL a£ 
D.BILI:0. 1-0.4MG/DL o. / 
CA:9. 0-11.0   MG/DL K^b 
P04:3. 0-4.5      MG/DL ^7 
URIC   A:4.2-8. 6MG/DL 3-7- 
T.    PROT:fc. 0-8. 5G/DL n.L 
ALB.:3.2-5.3   G/DL *.? 
AST:0-35   IU/L /7 
ALT:0-30   IU/L 2.? 
ALK   PH0S:0-S5   IU/L 

^ 

CHOL:151-268   MG/DL a^o 
LDH:0-200   IU/L ?v 
CPK:0-160   U/L(male) / ?? 

St udy 

Date 

178 



page   13   of   15 

INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND    Pyridostigmine 

Lietman 
F     M     L oJ PROTOCOL DAMD  17-85-C-5133-02 

HEMATOLOGY  VALUES , 
Laboratory   J2bWS2dL_diMjS ^"M    M *£*^l-»X- 

Screen Predrug 

TEST                   NORMAL ddrnmmyy ddrnmmyy ddrnmmyy ddrnmmyy ddrnmmyy 

Hgb 13. 9-16. 3 13. H \*.*4 13.4 (1.3 
PCV 41.0-53.0 Hi. O lo-l fyi". 0 hl-l 
Pit 150-350 Q%<- D t3 QB^ 21i 
RBC 4.50-5.90 k.<\\* ^l 557 y.z* 
WBC 4500-11000 £ 3 oo 6S&0 k^oo G°}6* 
Bands £-6% J5" 1 /o -^ 

Polys 31-76% £L ^3 97 (e (-. 

Eos 1-4% k 8 & <^ 

Bas ) 1 J C~> 

Lymphs £4-44% 
Zl^ ^7 ^.1- 3   (o 

Atyp   Lyrn o 3. O C"} 

Morios £-11% S 4, 1 "L <T 

Other 
o O fc> O 

Ret ics 0.5-1.5% <0>. 1.4 ).n Do 

Study 

Date 

179 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   PyridostignLne 

Lietman 
F      M      L 63 

PROTOCOL   DAMD 17-85-C-5133-02 

URINALY8Z8 VALUES t' 
Laboratory 5Sjs^ftL_^itck^c ^XlL^bX c/0 

Screen Predrug 

TEST                    NORMAL ddrnrnmyy ddrnrnmyy 
3&o£sr 
ddmmrnyy ddmmrnyy ddmmrnyy 

Color/Ap N*l> >J3> |J£> BvJ"^ 

Sp.    6r. \.t*1\ W&llf \<M% ivJ D 

PH &.S" 6.o tr G. o 
Protein 

~~\~< G^CJU 'VA*, Or-C-V ^ 

Ketones 
rv-sca^ 

5 5 0 

Occ     Bid 
0 6 

Bili. 
0 

-v^v 
0 0 

RBC 1 
6 

CD 

0 
«3 

G 

WBC O (D 2- O-j 
Casts O t> o o 

Epi.    Cel a o o 
Crystals o o 0 O 

Bacteria o o •o o 

Study 

Dati 

ELECTROCARDIOGRAM 

Date 
ddmmrnyy 

NORMAL 
check 

ABNORMAL 
check 

Describe  abnormalities 

2 r ojtey y 
a% oJ fo v/ 

Zo odXr • 

ot *fotif V 

180 



page 15 of 15 

INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND JByrixbstignLne 

Lietman A _T &. 
F  M  L 

O^ PROTOCOL DAMD 17-8£-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred u 
ADVERSE 
EVENT 

ONSET 
(Date/Time) 

CESSATION 
Date/Time 

SEVERITY 
(Check) 

REL'N TO 
TEST DRUG 

ACTION 
(Check) 

tt • 
Mild 

• 
DEF. 

• 
None dd mmrn yy dd mmrn yy 

• 
PROB. 

• 
Mod 

• 
POSS. 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• 
Sev 

• 
UNKNOWN 

• 
Stop test 

drug 

tt 

dd mmrn yy dd mrnm yy 
• 
Mild 

• 
Mod 

• 
DEF. 

• 
PROB. 

• 
POSS. 

• 
None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• 
Sev 

• 
UNKNOWN 

• 
Stop test 

drug 

COMMENTS (Indicate # and event) 

181 



page   1   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   Pyii'dostigiuiie 

Lietman 
A 1LX 
F     M     L oV 

PROTOCOL   DAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmmyy Procedures 

— /fr/d^G" Screening   laboratory 

— )4AW&~ History,    Physical   Exam 

0 ^/AWST Admission 

£ A2AW&S' />o. 
5* ^TAfcj rT T:\/. 

I certify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of  \ J pages, for subject # CD'Y . 

2) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

dd/mmm/yy Invest igat 
F-  L M- D- 

ature 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   PxCLJtoStigffiBe 

Lietman 
F     M     L oV PROTOCOL   IMI 12-8^0-5133-02 

MEDICAL HISTORY 

Date of evaluation L^/±l^/-2Jr 

dd mmm yy 

Date of birth      L^Z^^'A0 

dd rnmrn yy 

Examiner 

print name^ 

Age 

Sex 

Race 

^l_5_yrs 

No Yes Comments 

Allergy S 

Tobacco  Use s Ten 
Alcohol   Use 

i/ Q  ^ c-e\c_   / UJ e«. W fc^^— 

Recreational   Drug   Use s ^^\        q-3-^ys 

MedTeat ions   past   2  weeks S 

J           L^ 

Experimental   Drug  Exposure s ToVr^r^^c  \»\   ,   UT^t<K^ 

Blood   or   plasma  donor s WsT     ^«\BM 

Prior   Surgery \S* 

Eye,   ear,   nose,   throat S 
Endocrine(diabetes, thyroid) \S 

C-V   (heart   murmur,HBP) S 

Pulmonary   (cough,asthma) \S 

Hepat it is,gastro-intest inal y 

Sen i t o-ur i nary ix 

Muscu1oske1eta1 
y "£*    VvvO      ^.S.        cl^il   rL 

Neuropsych i at r i c 
i/ 

\        •                               ' 

Pesticide/herbicide  use ^ fr. 
Other      -^ s 

183 



page 3 of 15 

INVESTIGATOR' S NAME PT INITIAL PT # COMPOUND PxnL&stigBane 

Lietman A & Js; 
F  M  L O+ 

PROTOCOL DMB_lZ-85r£::5133-02 

PHYSICAL EXAMINATION 
Date  iS/±Lai/Ii 

dd   mmrn  yy 

Temperature Pulse Respir Blood Pressure Height (cm) Wt.(kg) 

ik IL- _£ c _ £>*&/«!in 2.Q/min _L Si  £>_/_4 S_ i. a ^_.o -k £_•£. 

(check) Nor. Abn. 

GENERAL EXAMINATION: 

Provide details of abnormalities 

Head/Neck y 
poor &*-s\«JL ^^"V^*""*- EENT y 

IT Chest,lungs 
»/ 

Heart iX 

Abdomen v^ 

Genitalia (0^ 
Rectal 

Extremities y 

Skin 

Neurologic ^ 

CHEST  X-RAY 
Date \ft/l$Q|fr.W 

NORMAL X ABNORMAL Describe abnormalities: 

Examiner 

print   name TJ 

184 



page 4 of 15 

INVESTIGATOR'S  NOME PT   INITIAL PT   # COMPOUND Pyridostigprine 

Lietman F     M     L 
OH PROTOCOL DftMD 17-85-C-5133-02 

           

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmrnyy 

Start drug admin- 
istration (0-2400) 

End   drug   adrnin- 
i st rat i on   (0-2400) 

Route Bottle 
I. D.    * 

5 DZYlfi&S' O %£o O^'io IV NJ A 

o <><U.- Ml. i %1<)Z 
A    ^T      ^  ^ ^      ~ai   „        Q    DOSAGE   (total) 

-J^y-   ^JLrv^-     2\,3°»H   ?o 
5 PLASMA CONCENTRATIONS 

/.3o?/m^. 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID0D RBC 
ACHe 

uM/ml/min 

B01.B47 0 2< Na)fcS o%Hr o 9 v r B01:  VL. w/zao 
B02 0.08 • • oe. sr r o*.r.r B02:/5-4 

B03 0. 16 Oloo O ^ u c-> 
803 VH5 

B04,B48 0.25 >. o%r O^GT B04: o<2 / BAB:/0.5i- 

B05 0.33 ', O^ lo BO*''3D,5 
B06 0.42 «. o °\ \s o ^ / r BO6«37.& 

B07,B49 0.50 •• cD^Oo O^Io B07.J7/ir B49: £ S<; 

B08 0.58 • i o°ixr O^JLS"" 
B08:/0^ 

B09 0.66 i, 0^3o o^3o B09: /3,f 

BIO,B50 0.75 >., 0^3-T n^3r B10,/a<o B50:£-^ 

Bll 0.83 ', O^o O^ V^ Bll: 10.$ 

B12 0.92 •• o^ y o^vr B12« ^0 
B13,B51 1.0 1 , 

cD^y^ O^i'o B13:^_ B51s/6 ./<?- 

B14,B52 1.33 i, 

1 O  1 o iO/O 
B1*:5^7 B5£://.<V 

B15,B53 1.66 • 1 0.1 O /O3o 
B15:4?o B53: fQ,Q2- 

B1.6, B54 2.0 / oqo /or D Bl&^,^/ BSOt/o.+j. 

B17 2.5 f|.io f   /o)   O 
B17:3.$ 

i£X*IJ&Jy^^ i85 



page 5 of 11 

INVESTIGATOR' S  NAME PT   INITIAL PT  # COMPOUND PyridostignLne 

Lietman 
F     M     L oH PROTOCOL  DAM0 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I. D.    # 

s QSKW&S o 5c 5= O   <^o IV N1 A 

DOSAGE (total)   LL~.J.^!1^ 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Act ua1 
Clock  Time 

(0-2400) 

CPYRIDO] 

(\)G-/ML 

RBC 
ACHe 

uM/ml/min 

B18,B55 3.0 or^osy '    i! So uro BiBi/.61 B55: If CfC 

B19 3.5 '• / SOo '^o B19!  * 

B20,BS6 4.0 \ 
/ oL. S o /3 ^° B20: ^ B56V^4/ 

B21 5.0 * t 
I3S o /35o B21«N.S. 

B22,B57 6.0 i, 
f^Jo )V^:: B22:  |#£f B57:/^55" 

B23 7.0 i, HJ"o 1  3~5o B23:   J. 

B24 8.0 i, 

/<< S o 1 £5~o B24:  ^ 

B25 10.0 i, /rro /Fro B25:^ 

B26 12.0 i. 

<2.ol<= a a *To B26: ^ 

B27,BS8 24.0 
oUNo^' '      O^'D rtfrvT^ 

B27:^ B*Bi/j.s9 

4-  JLJIA -uy OQMJ J bsmfii 73 V MA'./! AK. = /7lft AVi ~*f\0* 
186 

^U^U-rnJU*^ 



page 6 of 15 

INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND JESnldoatignLne 

Lietman A XL _vs 
F      M      L 

oM PROTOCOL J^MD_17Qa5-C-5133-02 

MEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin— 
i st rat i on   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

5 2S^(,)V; O g.ST J o ^Jr; 
IV 

KJfK 

i.z* DOSAGE (total)   L".±iSLj22^ 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock   Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 
-T-- f0r\3£j '    e>M< o^ r "a * 3 3/30 *,: ,k. 

0.8 i, 

oS S b" o s r >" 
0. 16 '- 0<?DO 0<? As 
0.25 • % o^oy o 3 c r #r7V 
0.33 •< 0<7/o O*)/a 
0.42 << o«T/r o ^/ s" 
0.50 O'Li o o ^ o M * 6^ *^/y. *   i 

0.58 •i o^r o i o y 
0. 66 '. 

Q^o 0*?3 a 
0.75 «. o*n r o^3r *a 
0.83 >• O^o 6^</o 
0.92 *.i o9vr o^r 
1.0 it Ol&n c)^o *7Q VA 
1. 33 

11 /OI  O /O /D #64 
1.66 ', / nln /0 I 3 #r7^ 
2.0 i o y o / c^^O •^ *u/?c 
2.5 •, li^a //Jo 

187 



page   7   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND j^jfostLigEndne 

Lietman £ & £ 
F      M      L 

oH PROTOCOL    DAMD 17_-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnrnyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
i st rat i on (0-2400) 

Routi Bot tie 
I.D.    # 

s 2£MtJ£JL     o# r^ <D°)X^ IV Kl A 

DOSAGE (total) 

PHYSIOLOGIC VARIA 

/- 33mrvb • 

page  2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3.0 
c2S ^« wii -      US-a II ^° *^ 

3.5 «. 
Q.<^Lo )2L2LO 

4.0 •. 

1 £ 3" 0 11^ #6o #3<}/^ 
5.0 

iiy o /7 5To 
6.0 * t 

117 S  o /^J"o #6y *a s-^ 
7.0 '< 1 iTO i n o 
a. 0 H -T *> 1 6 So 

10.0 ' i 

IfrSO |<?Xo 
12.0 " ior° 5o^Q 
24.0 0 L K>*V is e>£j~o OgXo #r?D •V* / 

• 

188 



page   8   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND .Pyridostiggriiie 

Lietman 
&    Q   JS 
F     M     L 

OM PROTOCOL   DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

2. 91|J<!\>iT oS1/ r £> & V5" PO K,' >C] 

4 ^~Ju>-. tO^Mi DOSASE   (total) 

PLASMA CONCENTRATIC 

QJ).ccf^j 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Act ua1 
Clock  Time 

(0-2400) 

CPYRIDOD 

tOG/Mb 

RBC 
ACHe 

uM/ml/rnin 

B28,B59 0 
22 K>;^ n^r O 5 V 5T B28s-5kr B59:/^^ 

B29,B60 0.25 •• o 3 era B29r* B60s/5^ 
B30,B61 0.50 - Oc\ IS' o 3 / r B30: <r B61: /£?/ 

B31,B62 0.75 '. o °\ 3 o O^3o B3l!«U3 B&£:/^.^ 

B32,B63 1.0 •, o °i V r o^?Vr B32«iqj B63://?f 
B33,B64 1.33 •. 

1 00 ^' / e< o r B33:^53 B6A:/o,f^ 
B34,B65 1.66 ', /o^r /o«2 r B34:|/ 0 B65: q. 9 ^- 

B35,B66 2.0 i. 

iovy lovr BSS.,^ B66:£^ 

B36 2.5 i, ii ir MM" B36:^, 

B37,B67 3.0 t ( ))kr J/Vr B37s/£? B67: #^0 

B36 3.5 -, P/_r 1^/5- B38:^Q 

B39,B68 4.0 .. avr U^r B39: ^ B68:?,5? 

B40 5.0 • >iyjr B40,/f.? 
B41,B69 6.0 /vv r /TVT 

B4l8/D.'0 B69:  <?,63 

B42 7.0 i. /^r / s" it r 842:^^ 

B43 8.0 i, / ^ v r '** r B43:^^ B69A://.^3 

B44 10. O i, /?*ir f 9 H r> 
B44«3/0 

1 r- 

^u^av XLOOI^^U^CL^ 
IRQ 

3£  Cc^y^- •£{  fy»-      C•-.   ^ <. v V-»*    U.  ,. • W.   » L-t 



page   9  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND -PxridostigraLne 

Lietman A ft- ic 
F     M     L 

DM PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORRL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

2 OOdriti o^r O^i" 
PO Ql4 

cOO DOSOSE (total)   ___
C
ZIY_LT^£_' 

PLA8HA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID03 RBC 
PCHe 

uM/ml/min 

B45 12.0 
21 fO,v £ 5" a o v r 20 ^r B45«/^ 

B46,B70 24.0 JlCo.Vi osvr 06 ^ r B46!^77 8701 /*£> 
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page   10   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND Pxri^§tigsine 

Lietman £   SL   X 
F     M     L Of PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    * 

SQkW^S C>5 c' ^ osvr PO KJ   Py 

DOSAGE (total) 

PHYSIOLOGIC VARIABLE! 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

r* • 0 a2Kj«sov;< os-4r o&w r #5^ 
* */« * C K 

0.25 \ i 
O ci to O^** * 7 V 

0.50 o°n y o °* i r #^V •bfe/36 *' i k 
0.75 *. 

o<\33 *> °i "7 - 
#r?4 

1.0 '. c>°\H r o °i v r # 7. \istfi 
1.33 / D o sr 1 005T 

#^L 

1.66 i 

) CJU. vr / cs 3u <f 
#a 

2.00 •< /oV v / ovr #  GO *D(,hH 
2.5 t 

mr A*\ 11 r 
3.0 '» imr H Yr # lo 

3.5 
i » lair* uur 

4.0 * i la^r i^-ir *nH *£lktt 
5.0 t , »345" I3fr 
6.0 •. \L\HY W^JT #76 *askL 
7.0 .. i r ci s 

is- c,r 

8.0 •. ) 4,vr )<oH r 
10.0 i, \ £c/ r )W" 
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page 11 of 15 

INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND Jb^^ks^jgirine 

Lietman £ £L & 
F  M  L oM PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
istration (0-2400) 

Route Bottle 
I.D. # 

TL 22^<o£S Og^y S" o?^y PO fN4 A 

ao 
PHY8IOLO8IC VARIABLES 

page 8 

Sample 
No. 

Scheduled 
Time 
(hours) 

Date 
ddmmmyy 

Scheduled 
Clock Time 
(0-2400) 

Act ua1 
Clock Time 
(0-2400) 

Pulse 
Rate 
bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 alCr-v^J- 3 c v r O - V 5 # ->V 

£4.0 
J1*.   /;^ C^ H s 0&*f *n:. *a e/6, # 

r./c 
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INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND     Pyridos tigm' ne 

Lietman 
F     M     L oH 

PROTOCOL     DAMD 17-85-C-5133-02 

CHEHI8TRY VALUES . . 
Laboratory CV^W»^o TV ^pkwr -VAo^V-cV 

Screen Predrug 

TEST:NORMAL ddmrnmyy 
2JLhk.J.lf 
ddmrnmyy ddmrnmyy ddmrnmyy ddmrnmyy 

NA:135-148   MEQ/L K|l ^ 1) 131 13T 
K13.5-5.0  MEQ/L 

<*   O I0 0 ^   3 H (•> 
CL:96-109  MEQ/L I oV ^0 o ICl i bl 
C02:24-30   MEQ/L ^1 vJ i) ^V Jt 
SUN:12-25   MG/DL 1 1 T. 1 i', 

CREAT: 0.4-1.5  MG/DL \. o 1. o 1  o i   o 
GLU:70-115   MG/DL 

6-S l^J i i i \)p7 

T.BILI:0.3-1.2MG/DL V1 1. 5 I i ;,v 
D.BILI:0.1-0.4MG/DL O-L o.l o.l o./ 
CA:9.0-11.0  MG/DL Vi *\.2 V* 9 s7 
P04:3.0-4.5     MG/DL 3.?, h-\ 4-3 4i~ 
URIC  A:4.2-8.8MG/DL ^ S*. 1 C. a. Co 
T.    PROT:6.0-8.5G/DL T.vT n.i 7 t n 2 
ALB.:3.2-5.3  G/DL 4. °\ M-l 1 9 S.o 
AST:0-35   IU/L XI ai '3 17 
ALT:0-30   IU/L lo 2 f o »/ 

ALK   PH0S:0-95   IU/L m Qn 4o 
^7 

CHOL:151-268  MG/DL 
K!0 TO b' N"b rJ*b 

LDH:0-200   IU/L Ki 1) HI h*? 117 
CPK:0-160  U/L(male) |0J) '©a 

%o <*J 

Study 

Date 
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page   13   of   15 

INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND   Pyridostigmine 

Lietman A   fr-    \< 
F     M     L 

oH PROTOCOL DAMD  17-85-C-5133-02 

HEMATOLOGY VALUES 
Laboratcry    ^^ni    V(t?cWiv\ (    4A c <; ^T» *-*• 

Screen Predrug 

TEST                   NORMAL ddmrnmyy ddrnmrnyy ddmrnmyy ddmrnmyy ddmrnmyy 

Hgb 13.9-16.3 lM.*7 \k. (o is.i \W.*f 

PCV 41. 0-53. 0 H 3 .4 4 3. 1 M 1 2 ^ ") 

Pit 150-350 Q tn 30 ^n3 £11 
RBC 4.50-5.90 H. IH H.ti ^.«7^ H ki 
WBC 4500-11000 

S O CJO GToo ^ 0 3 S" c» o-o 

Bands £-6% o 1 1 Q 1 o 

Polys 31-76% r7 L- 6^ ^L/ ^r 
Eos 1-4% 1 o L/ 2. 

Bas O o O o 

Lymphs £4-44% V*7 1   <c 1 1 -3 / 

Atyp   Lyrn O Co 5. I 

Monos £-11* 4 ^ fi 1.1 

Other 
O o o O 

Ret ics 0.5-1. 5* >^/u 1 / i.3 1.2 

Study 

Date 
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INVESTIGATOR'S NAME PT   INITIAL PT   # 

page   14   of   1! 

COMPOUND   PyridostigTtLne 

Lietman 
F      M     L oM PROTOCOL   DAMD 17-85-C-5133-02 

URINALY8I8  VALUES       .       * KT        ,   f 

Laboratory ^kWii.—AkSir ^r       W*^" 

Screen Predrug 

TEST       NORMAL ddmmmyy 
a. \ vW S i 
ddmmmyy ddmmmyy ddmmmyy ddmmmyy 

Color/Ap pJl) Ki^) hJ"$> ^^ 

Sp. Gr. 
\ SO i \. 0\V \ till V. 61 t, 

PH 6.o n.o s\ o S. o 
Protein 

NQ.v ~Tfk^. -V , ^AO <_^ 

Ketones 
t^« V KJ =-^v [On r k>\ 

Occ  Bid 
KJa-\ 

A, 

K3^ 

Bili. 
h 

IJ.J/ 
6 

RBC 
Cv 

8 

o 
^ 

WBC O o o r0 

Casts o o O o 

Epi. Cel o Q o o 
Crystals 0 0 Q o 
Bacteria o GJ o Q> 

Study 

Date 

ELECTR0CARDI08RAM 

Date 
ddmmmyy 

NORMAL 
check 

ABNORMAL 
check 

Describe abnormalities 

\°l»o^ 22»" «/ 

a.^Kjco^ r 
t/ 

2feiO*i*S 
t/ 
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page 15 of 15 

INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND PyHHngHgnrir.^ 

Lietman A A  & 
F  M  L 

•€><-( 
PROTOCOL DAMD 17-85-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred 

ADVERSE ONSET CESSATION SEVERITY REL'N TO ACTION 
EVENT (Date/Time) Date/Time (Check) TEST DRUG (Check) 

ft • 
Mild 

• 
DEF. 

• 
None dd mnun yy dd rnmrn yy 

• 
PROB. 

• 
Mod 

• 
POSS. 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• 
Sev 

• 
UNKNOWN 

• 
Stop test 

drug 

# • • • 
dd rnmrn yy dd mmm yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treatment (0-2400) (0-2400) 

• 
Sev 

• 
DEF. NOT 

• 
UNKNOWN 

• 
Stop test 

drug 

COMMENTS (Indicate * and event) 
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page   1   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND J^yostigraine 

Lietman 
£ EL & 
F      M      L 

n> S PROTOCOL   DAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmrnrnyy Procedures 

— l^jJav/K" Screening   laboratory 

— <^ofW&" History,    Physical   Exam 

0 a/N<?Jfc' Admission 

3 ^<5 N^J ft' fr 

5T o&Mtf -TV. 

I cert ify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of L&- Pa9es» f°r subject #__0.4L - 

£) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

dd/mmm/yy Invest i 
^±£2. M- D- 

signature 
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page   £  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND PxristostigEBce 

Lietman £ w k, 
F     M     L O-T PROTOCOL   DMffiLl2z51-C-5133-02 

Date  of  evaluation 3^/jtJ<N/S_5 
dd mmm yy 

MEDICAL HISTORY 

Examiner 

Date of birth 

Age 

Sex 

Race 

dd mmm yy 

^Li_yrs 

print name ft 

No   Yes   Comments 

Al lergy y 
Tobacco  Use •" \   (?V. / xv, ^s\- 
Alcohol   Use y A ©V_ /   \Y\ C.-T.'^\— 

Recreational   Drug   Use • Tf\<\ .Vd t.vs^t Ur\ -v, 
Medications   past   £  weeks y \«\V-«i*\   ,    nc^.t /to   -V-      ^ 

Experimental   Drug   Exposure LS' 

'0 

Blood   or   plasma  donor </ 

Prior   Surgery L/ T*b wr RD 3.A tftrff ,t„,^   i"> 
Eye,   e»r%    nose,   throat ^ 

•--                   M 

Endocrine(diabetes,thyroid) ^ 

C-V   (heart   murmur,HBP) ^ 

Pulmonary   (cough,asthma) S 

Hepat it is,gastro-intest inal *S 

Senito-urinary ^ 

Musculoskeletal ^ 

Neuropsych i at r i c IS* 

Pesticide/herbicide  use |X" 

Other      -pc-> c 
\o'AS>   T      ^W    ^5»-^ 
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page 3 of 15 

INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND Exxistoatigeane 

Lietman _E ib J£ 
F  M  L OS PROTOCOL D^©_12-85ri:z5133-02 

PHYSICAL  EXAMINATION 
Date SCV_N).OV£.J> 

dd   mrnrn   yy 

Temperature Pulse Respir Blood Pressure Height (cm) Wt. (kg) 

3 IL._^c _ J   O'rnin Q  C/min _i _L £L<D L _L t_7__-_& _4 £>.. 3. 

(check) 

GENERAL EXAMINATION: 

Provide details of abnormalities Nor. Abn. 

Head/Neck ^ 

EENT 
tS 

Chest,lungs S 

Heart ^y 

Abdomen ^ 
\ 

Genitalia 
tO t 

Rectal 
kl.*. 

Extremit ies ^ 

Skin <s" s^^t^sV^AXc- r»*<-r£: 3.1X. tvvc v- ruAUv- 

Neurologic <^r 

CHE8T  X-RAY 
Date 3c/k)cw/Sr 

NORMAL X' ABNORMAL Describe abnormalities: 

Examiner 

^^L£D«:£W. 
print   name * 
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page 4 of 15 

INVESTIGATOR'S   NAME PT   INITIAL PT   « COMPOUND Pyricbstigmne 

Lietman F     M      L O  S" 
PROTOCOL DftMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I. D.    # 

5 25c^&5 OS S 5 G°iJ^ IV (\J f\ 

U:   U). H\.   SC^^^DOSOGE    (total) I ,S9  /Hlft. 

T^rt PLASMA CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml /rnin 

B01,B47 0 
is fJtjfj Oft -^o B01.+ 

B47V#35 
B02 0.08 t • 

O  C'\ 0 3 o q ft o B02:nj 

B03 0. 16 •. o °\ D r o^o^ B03i3>1.l 
B04,B48 0.25 •, 

0<i /o O q f CJ 
B04:^} 848 m'//,Cf 

B05 0.33 -. o ^, r o^i/r BOS: 3^ 

B06 0.42 i, o^^ O q Oo B06:3/9 

B07,B49 0.50 '. o<Ur o^^r B07:^/J B*3 ••?,<?? 
B08 0.58 i 

rt<33 o O^3o 
808s3£U 

B09 0.66 s OS3\- o^i 3r 809 !^0 
BIO,B50 0.75 '. 0<^ O^0 

810«/£.<Z B50:^ ?^ 

Bll 0.83 i, c>^j- o^Vr B11SM 
B12 0.92 (i o^ro O^.To B127A? 
B13,B51 1.0 M O^SS" £>?r.r B13S//^ 

851 */0-jf 
B14,B52 1.33 i o i r / ° / 5"~' 81A:

OT BSZipJ? 

B15,B53 1.66 1 / o 3 jr / ^3 r 815,5^ BSSt/cff 

B16,B54 2.0 ?orr- /^rr B16:^ B54: //. 10 

B17 2.5 I 
liAJ" / / JJ. r" Bl7V^ 

-5F Jb-d/w OA&OJL^ Qxm^'iMxH^ 200 



page  5  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND Pyridostignine 

Lietman j£ JCH  Js. 
F     M     L Oi' 

PROTOCOL  •® 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.   # 

r 35 r\Jcvi£5 ozyr c^,ar IV TJ f\ 

DOSAGE (total) 

PLASMA CONCENTRA1 

/.3o(/m^-» 

page  2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B18,B55 3.0 
2 J> NJ& J K S i i v r 115 y BISI^JJ B55S/^/ 

B19~ 3.5 
' i i aa r i^2? B19s C?,^ 

B20,B56 4.0 • , l<5-5~y 1 2 5 i' B20: v B56:/^^ 

B21 5.0 •. ili r »3 i\r B21. ^ 

B22,B57 6.0 t, )4 y r HfS'S' B22:^ 857 "/£# 
B23 7.0 

i, i T J r j r J r B23: >v 

B24 8.0 '. 11 * r ji rr B24: v. 

B25 10.0 '. i ^xr i ^r B25%/4 

B26 12.0 '« aosr 3. o 5' \" B26:   v 

B27,B58 24.0 D4»i*isy ofrrr o^r-JT B27x^ 858 72 9/ 

* uUlour AAMufr y^^nm±uKh^ 
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page 6 of 1! 

INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND .EprLdoatigjiine 

Lietman R  B JL 
F     M     L 

o JT PROTOCOL J0AMD_12Q&5-C-5133-O2 

MEDICATION RECORD 

STUDY:IV PYRID0STI6MINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

S 5-510^ £>KS- r o^ yy IV K.fX 

DOSAGE (total)   '' <3o{ /TWA . 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock   Time 

(0-2400) 

Actual 
Clock   Time 

(0-2400) 

Pulse 
Rate 

bprn 

Hand 
Grip 
L/R 

Coord 
Test 

0 
Q5KJCJ^ C>KSv ORSo # n 9 

'   0 *4*Ai # 
(   u 

o. a », 
O °| o -o O^OTJ 

/ 

0. 16 v 

n^y o^ior 
0. £5 -. 

0°\|C3 <•-> °\  1 O *Gci 
0. 33 •> 

^°i\ 5" o ^) r~ 
0. 4£ •> 

o^-o 0^3u0 
0.50 >• c^ar ofnr *6^/ **iiltn * , - |c 

0.58 i. o^3^ O^ 30 

0.66 41 o°i3r o°i 3J- 

0.75 i, 0^</o O^Vo Go 
0.83 i, c^^r r>^Vr 
0.92 v. o^ ^ o1^Q 

1.0 o°\ ss- o^r # k? *3d 111 
1.33 •- /O 1 T~ / o/5" *GS 
1.68 »• / 53 3" / o i r **7o 
£.0 

/ O  r~ :T loyj- c 7 *vfa 
£.5 • / / a r //^r" 

i 
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page   7   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND J^oi^stiaiine 

LJetman F r>\    i< 
F     M     L O i> 

PROTOCOL _^@_lI-_85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
istration (0-2400) 

Routi Bottle 
I.D.    # 

i"      iSjOrjSJ" a^sr Cj°lXS~ IV KJ    .^ 

DOSAGE   (total) 

PHYSIOLOGIC  VARI 

/.3^ /YY\g . 

page  2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3.0 
^SfOwfrJ" us r 11 S V 

# d^ 
3.5 t\ / 2.2 r l22r 
4.0 1 , i a r r 1 J x' ^ #6o V/n 
5.0 

. 1 )3 yy i 3 rr 
6.0 '« ivrr /vrr *^£ *i7/v* 
7.0 t . ) j r 3" /5"5T 
8.0 I-1 /4jrr /u"^ 

10.0 1, /£5\5- ^5-y 
12.0 II ^oi'r ^.OXJT 
24.0 3.&^8y 0<S\T-T oe-s-r *7^ *Wi* *   - J- 
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page   8  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND .PjQ^^stignme 

Lietman 
£ Jft  ^ 
F      M     L OS 

PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.   # 

a XI. (0 CvjSS" oS- So cUo PO K) A 

PLASMA CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/rnin 

B28,B59 0 
2.2 rO^ U OSOo DEO CS 

B28 !*~ 
8591/2& 

B29,B60 0.25 >, c^or o^ j rw B29 !* 1601/&$9 
B30,B61 0.50 •. O c\ cXo o^o <r B30 '?,# **u/2.?3 
B31,B62 0.75 ', o^3r O^IS" B31 ••/io Bsei///^ 

B32,B63 1.0 • \ o°,S^ O^ -To B32 • m B63: /nf /3 

B33,B64 1. 33 i, 

/O/o ) o i ^ B33 -AlO 664:^ ,.? 

B34,B65 1.66 >\ /o3- /o3o B34 !ao,o B65:£/? 

B35,B66 2.0 ', /O^Tto /or b B35 2£T B66 •/,<£? 

B36 2.5 
•< MOo //in B3£ : /?,/ 

B37,B67 3.0 i. 

)JSo //So B37 '•15,0 B67:?.^f 

B38 3.5 i < )2^o /Wo 
B38 l/3.+ 

B39,B68 4.0 •- aro aro B39 'HL B68: <£>, 7^? 

B40 5.0 't )3 So /3vS"o B40 '^J 
B41,B69 6.0 

i, JT\SO /Vi'd B41 ''MS B69:/^/^ 

B42 7.0 '. I -i' jr o ; T co B42 3. hi 
B43 8.0 •. l(> 5 » i t>j o B43: !347 B69ft:/^73 
B44 10. O \ /* r'o UP B44- /.4/ 

4- JUi (HAT OAaC iy    fQjio vQjUzAM^6g- 204 



page 9 of 15 

INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND -Pyridostigraine 

Lietman Ik. ^_  L^ 
F     M     L OS" 

PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
istrat ion (0-2400) 

Route Bottle 
I.D. # 

a iliOwS;-  OSS O ? £ o PO !\ 

DOSAGE (total) 

PLASMA CONCENTRATIG 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID0D RBC 
ACHe 

uM/ml/min 

B45 12.0 HZ O co s $ 3. o S o a a -r o ****2.0l> 
B46,B70 24.0 2L3 tocvSr or65-j o& r^> B46: JAX 

B70,/+<# 
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page 10 of 1! 

INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND PxridostigPSne 

Lietman St ]A & 
F      M      L 

0^ PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin— 
i st rat i on   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    * 

21 |\j«o?i o8Ss oS-T^ PO fM A 

DOSAGE (total) 

PHYSIOLOGIC VARIABLE! 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 
2- L*0 fO 8 5 O^OD OS o =» 

#r).B "tyf * 

0.25 i, Of1r,C o%5 * ^ 

0.50 • , ^°IJ^ 
# s^ V)</<* # 

0.75 Gcl3  5- o q z r * E~L 
1.0 •, O °> S o OlSo * T4, #aa/^ 
1.33 i. 

I o )o / CM  Q # -7L 
1.66 i ,, 

! <? 3 o 1 o 3o * 0L. 
2.00 * , / O ^ "* |o5^ *7^ %/W 
2.5 V IU o ua© \ 

3.0 I, U S« iiro *^o 

3.5 1, l ^2.o lao-o 
4.0 ., la-r^ uro *02- 3X/Tn 

5.0 '. n-s-^ )3_r<o M- 
6.0 V, i^Q lL/ro / o 
7.0 ', L^ ° i rro 

<# 

8.0 |b3^ Ujo 

10.0 
1 

l£5o iS-j-o 
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page   11   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND  JPj^ifkst^jgiiine 

Lietman F      M      L OS 
PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmrnyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

Q. 3-2.v3ovi?^ ogxo O?^~o PO <\) A 

DOSAGE (total) 

PHYSIOLOGIC VARIABLE! 

oLOfYW* 

page  2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmrnyy 

Scheduled 
Clock   Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 2.2.^8 )>' 3. o-So 2L O ZTV #7o 
24.0 Q3*^<^£_£' oESc- c?yo •it *Ws^ ,*.* 
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page   12  of   1! 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND PyridostignLne 

Lietman £ £2 _fe 
F     M     L Oi 

PROTOCOL DAMD 17-85-C-5133-02 

CHEMISTRY VALUES y . ,    , 
Laboratory ^Lii^n£_.JJLsQe> > wi    W^Liy^7^ 

Screen Predrug 
/f^ 

TEST:NORMAL ddmmrnyy ddmmmyy ddmmmyy ddmmmyy ddmmmyy 

NA:135-148   MEQ/L If 1 \Hh 1^/ )?r1 

K: 3.5-5.0  MEQ/L U H.t 3 .(= </.0 

CL:96-109  MEQ/L /04 )D<* i or? io9 

COS:£4-30   MEQ/L 
2-S ^M ^/ a <o 

SUN:12-25   MG/DL *"   ? 11 J r* lo 

CREAT: 0.4-1.5  MG/DL 
O-^ o<i ho o^ 

GLU:70-115  MG/DL E 8 <=)* )2   3 S S 
T.DILI:0.3-1.2MG/DL o. fc cl I. o 0   C 
D.BILI:0. 1-0. 4MG/DL c | o.i o. ! 0./ 
CA:9.0-11.0   MG/DL 

)0.'-/ /0>D I* <U 
P04:3.0-4. 5     MG/DL 1.7 <M* 3.S ZM 
URIC  A:4.2-8.8MG/DL 

fe. / S.°\ Co 5". 4 
T.    PROT:6. 0-8. 5G/DL I.*/ ** t.1 fe. 4 
ALB. :3. 2-5. 3  G/DL S". / HA If if *f < 
AST:0-35   IU/L )1 n \x. IW 
ALT:0-30   IU/L H )i n_ ^ 

ALK   PH0S:0-95   IU/L 6<f a s% ri 
CHOL:151-268  MG/DL i °>7 »* NJ T) N^ 
LDH:0-200   IU/L lO T> li 4 <?<? /or 
CPK:0-160  U/L<male> fo£) I5J / Oo 9^ ll o 

Study 
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page   13  of   15 

INVESTISATOR'S   NOME PT   INITIAL PT   # COMPOUND    Pyridostigmine 

Lietman 
F     M     L or 

PROTOCOL DAMD  17-85-C-5133-02 

HEMAT0L06Y VALUES 
Laboratory VV ,Yv,>k VV t-^W v *\I  H Cl^A 

^ <V 

Screen Predrug 

TEST                   NORMAL ddmrnmyy 
2LlJ^iLr 
ddmrnmyy ddmrnmyy ddmrnmyy ddmrnmyy 

Hgb 13. 9-16. 3 \sr. o 15.( l</.fe l*i  3 
PCV 41.0-53.0 M S-. 3 L\H-l V3 3 'I ^. L 

Pit 150-350 3.S2 Q7o 5-7^ 
RBC 4.50-5.90 H.°iS H.^,% ^7^ *i.6 1 
WBC 4500-11000 Li gO-O 63 o"3 3<7o. h D i   a 
Bands £-6% O c; / <^ 

Polys 31-76% 
SH To 5-L -    i 

Eos 1-4% 1 i 2 1 
Bas O o 3 o 
Lymphs £4-44% zs a^ 3 u an 
fttyp   Lyrn o o o cZ> 

Monos £-11% 1 o 3 & 

Other o o o o 

Ret ics 0.5-1.5% M> IX 1.2 \n 

Study 

Date 
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page   14   of   15 

INVESTIGATOR' S NAME PT   INITIAL PT   # COMPOUND   PyridostigmLne 

Lietman ic _^ Js_ 
F      M      L 

cT PROTOCOL   DAMD 17-85-C-5133-02 

URXN0LY8Z8 VALUES V' 
Laboratory C\ «\v*vA "^o^V-WJ AW 

Screen Predrug 

ddmmmyy ddmmmyy 
a.sfJr<gr 
ddmmmyy 

OiitO^fcT 
TEST                    NORMAL ddmmmyy ddmmmyy 

Color/Ap 
fcXfc v5\ ^ V)^ 

Sp.    Gr. 
\ 0\ ST \. Ci I $ i (^r t .c03 

PH G.i' 6.o o.r b.C 

Protein 
U do. (On .. NJM- *J«J. 

Ketones 
'MVC*, 

5b 1. 6 

Occ     Bid 
IS 

NJ-. / 

7S K 

^  CM. 

Bill. 
o 4 

RBC 0 0 

O 
^ 

WBC 
O V<»~^-S_ o -*\. fl  _   D . 

Casts o O c u 
Epi.   Cel O <o o o 
Crystals o o o o 

Bacteria o O o e> 
ok. \ e"V   o T- 

Study 

Date 

ELECTROCARDIOGRAM 

Date 
ddmmmyy 

NORMAL 
check 

ABNORMAL 
check 

Describe  abnormalities 

so ovJco '7- y «/ 

O'lkJr^'y 
t/ 

2t>r-\v),Si i/ 
ft*? <J^ci AOTVL (5 ' *> ^"* 
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page   15   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND    Pyr-irVvgHgTTTing 

Lietman Ez I? Js, 
F      M      L 

PROTOCOL   DAMD 17-8^-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred 

ADVERSE 
EVENT 

ONSET 
(Date/Time) 

CESSATION 
Date/Tirne 

SEVERITY 
(Check) 

REL«N  TO 
TEST   DRUG 

ACTION 
(Check) 

ft 

dd   mmrn   yy dd   rnmm   yy 
• 
Mild 

• 
Mod 

• 
DEF. 

• 
PROB. 

• 
POSS. 

• 
None 

• 
Treatment (0-2400) (0-2400) 

•. 
DEF.    NOT 

• 
Sev 

• 
UNKNOWN 

• 
Stop  test 

drug 

ft 

dd   rnmm  yy dd   rnmm   yy 
• 
Mild 

• 
Mod 

• 
DEF. 

• 
PROB. 

• 
POSS. 

• 
None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF.    NOT 

• 
Sev 

• 
UNKNOWN 

• 
Stop   test 

drug 

COMMENTS (Indicate # and event) 
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page 1 of 15 

INVESTIGATOR'S   NOME PT   INITIAL PT   # COMPOUND   PyiidostiggrLne 

Lietman F      M     L Ofe 
PROTOCOL   DAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmrnyy Procedures 

  ^/vfev/fiT Screening   laboratory 

  <3/|M«" History,    Physical   Exam 

0 £/ ^\i«' Admission 

<R c25A)o4»r f.O. 
5* A£wJ JS" -r>/. 

I certify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of \ j        pages, for subject #__Q.-£x_« 

2) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

M. D. 
Invest igato dd/mmm/yy 
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page   £  of   15 

INVESTIGATOR'S NOME PT INITIAL PT « COMPOUND EXELjfeStigBSSe 

Lietman 
F  M  L 

Ofc PROTOCOL DM© 1I-55.-C-5133-02 

Date  of  evaluation 2l/iJpi/^r 
dd mmm yy 

MEDICAL HISTORY 

Exam Lr £u*)tft3£te>) 
Date of birth 

Age 

Sex 

Race 

dd cnrnrn yy 

^2_tyrs 

^r^   Gf^eft., 
print name \ 

No   Yes   Comments 

Allergy V 

Tobacco Use            ^ ^ 

Alcohol Use S Ou,^  ^'x    ^VS  0^ 
Recreational Drug Use ^ 

Medications past 2 weeks y J 

Experimental Drug Exposure s 
Blood or plasma donor y 
Prior Surgery S 
Eye, ear, nose, throat i/ 

Endocrine(diabetes,thyroid) u^ 

C-V (heart murmur,HBP) 
L^ 

Pulmonary (cough,asthma) x/ 

Hepatit is,gastro-intest inal ^ 

Senito-urinary ^ 

Musculoskeletal S 

Neuropsych i at r i c s 
Pesticide/herbicide use y 

Other 
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page 3 of 15 

INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND gjcafostigBsne 

Lietman 
F  M  L 06 PROTOCOL D^HLl2d35rrr5133-02 

PHYSICAL EXAMINATION 
Date *3±/JjoV/tt 

dd mmm yy 

Temperature Pulse Respir Blood Pressure Height (cm) Wt. (kg) 

3. _7-_^ c _ ^^/rnin J £/min 1 1 ? / 7 £ J J. -jL-.fi. sS* A . sP_ 

(check) 

GENERAL EXAMINATION: 

Provide details of abnormal it ies Nor. Abn. 

Head/Neck y 
EENT \S 

Chest,lungs y 

Heart y 

Abdomen y 

Genitalia 
Nil) 

Rectal 
[O.'fc. 

Extremit ies S 

Skin \S 

Neurologic ^ Vx ^ On V«^W^ l<^  d l^S«l-l/ 
^                                 (\ 

CHEST X-RAY 
Date <>«5/f)_ufr/£3 

NORMAL 
< 

ABNORMAL Describe abnormalities: 

-^ 

print name & 
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page 4 of 15 

INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND Pyridostigpnine 

Lietman F     M     L 
04 PROTOCOL •® 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I. D.    # 

5 a.s <0<N S^r 0°i3S i cor IV NJ A 

<5^ 

DOSAGE   (total)       l*£°\/YWfr' 

PLASMA  CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD 

N(T/ML 

RBC 
ACHe 

uM/ml/min 

B01,B47 0 
;3S KiroSy" O^i o <^ &|0 

B01 s\i/ B47s/4.^6 
B02 0.08 

V. Of1^ O^^ 
B02:/?0 

B03 0. 16 
• > o^r O0!1!^ 

B03:/9-9 
B04,B4B O. 25 '- o^n O °l 5~° 

804 -41 *• B48 !//,£, 

B05 0.33 ', c^<\sy n ^ s y B05:<2U 
B06 0.42 'c \ O oo It^OCs B06:3d <? 

B07,B49 0.50 ', v o oi" /OGiT 
B07 ij^ ***<?.b5 

BOB 0.58 1 V 

IDIO I o\o B06i;ft),q 

B09 0.66 i. 

) O^ »Q\S~~ 
B09s yj ft 

BIO,B50 0.75 ioao / 0 3.0 B10i/0|/ B50:£>,^5 

Bll 0.83 '. 1 o^.^ ioar Bill #9/ 

B12 0.92 •> lolo / 030 «8«?.^) 
B13,B51 1.0 ., lo3 s- loir B13S ?,/? B51 :/£>,<?? 

B14,B52 1.33 i o-sr>S" /OS5 B1«s^ B52 :/£>,££ 

B15,B53 1.66 •< 11 / r y//i" B15tf,0L B53: /A^, 

B1.6,B54 2.0 '. ii3 r n iy 
Blfc^.o? B54:  l,,£tf 

B17 2.5 >• is or 13. of B17i/,Cfo 

21s 



page 5 of 1! 

INVESTIGATOR'S  NAME PT   INITIAL PT  # COMPOUND Pyridostigmine 

Lietman 1L __  A«L 
F     M     L O (, 

PROTOCOL DAM0 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnrnyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Rout< Bottle 
I. D.    # 

s 2S"|0<W& O °1^S / OD 5f IV KJ n 

1.331 DOSAGE (total) _llSl-1^22}^.' 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmrnrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID03 RBC 
ACHe 

uM/ml/min 

B18,B55 3.0 ar^n/£i" \^3 5" \3L3V 
BlSi^,^ B55:/^,^5 

B19 3.5 1 i3cb- i3^r B19y.53 
B20,B56 4.0 «, \zi>y IVoS B20: ^ B56i/^ // 

B21 5.0 i , IM 3jr 1^3-T B21«^ 

B22,B57 6.0 «. i $ 2>r 1 S~ 3i' B22:^t B57:/4-f.^ 
B23 7.0 IL3S 1 4 3V B23: jfr 

B24 a. 0 
t i i i 3>f in 3JT B24:   o^ 

B25 10.0 •• i °iir i^y B25:^ 

B26 12.0 i. 

2L\3S' £l 3i~ 626:^ 

B27,B58 24.0 2£t4?v£y 0<\2¥ Q^3>T B27: \£ B58:/f.^ 

> i^Aur O^Y AmJtuxty 21 



page   6   of   15 

INVESTIGATOR'S  NAME PT   INITIAL PT  # COMPOUND     PyT-iHr.gt--i£nTJr>0 

Lietman xL __ X 
F     M     L 04, PROTOCOL JQAMD_17Qa5rC-5133-02 

MEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

as KU ?y o^y /oof IV (hJ   fOt 

(total)   JL^554I DOSAGE 

PHY8I0UX 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bprn 

Hand 
Grip 
L/R 

Coord 
Test 

0 
£5 ^riZS O^l o OS / D 

# 7b V. M *    -k 
0.8 

•• o c\ h o o^o 

0. 16 o °i ^ s" o^r 
0. 25 • <^°jg"o O °| 5 o * 7i 
0. 33 1, 

cD°iSS oq J r 
0.42 '. loco | O O O 

0. 50 / o oy 1 Oui" 
#7V #w/r: *ck 

0.58 i i 
lOio |0|O 

0.66 f , 

IO| $~ |o,y- 
0.75 1 

\ oio |oio #7(^ Wv 
0. 83 •• /oar i cbSur' 

0.92 ' I \C 3o /o3o 
1.0 t . 1^33" i o3r #r?G *4o/<o 
1. 33 • i lo.VJ' / o 5 J~ #S^ 
1.66 

)//_T ///3- 
#7l- 

2.0 '• 

M3 S ) M r #74 *40/<yy 

2.5 -. /ior 11 o S" 

217 



page   7  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND j^idost^gnine 

Lietman 
F     M     L 04 PROTOCOL J^©_lZ-_85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug  admin- 
istration   (0-2400) 

Route Bot tie 
I.D.    # 

s SSM^&t 0^3^' )OO.T IV NA 

i.3a DOSAGE (total)   '.LHH^I^J^. ' 

PHYSIOLOGIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3.0 Ss^sy U3* \3.3 5" #7V 

3.5 i^r )3oT 
4.0 nir l^oS 

#S^ *^Ar 
5.0 'X / v iy I ^/ 33" 
6.0 t , 

/ S* i 3" my *^o #W^ 
7.0 1 , )t»3.y it3y 
8.0 ', n 3y njr 

10.0 '« ^ 3J" i^r 
12.0 l> aur i\sr 
24.0 

26 \0r\y 8i' 0*l3>jf o^r #9o V/W 

218 



page  8  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND ^J^dostigpriiie 

Lietman F     M     L 
O(o PROTOCOL   DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

Z- sahibs* Cc£SS o^r PO N> ^ 

n^-^v ^_U_ t^iag    DQSflGE (total) 

0      l PLASMA CONCENTRATIONS 

Sj3_rmo_- 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/rnin 

B28,B59 0 
D2J0^a" Cb9>  1 c1 GcSff B28:^ B5SiJ4SL 

B29,B60 0.25 
CJ°) 1 r, 0°|)0 B29s^75 B60: /4^ 

B30,B61 0.50 •• r, °i 3 s" o^ay- UOifcfy Kli/3/f 
B31,B6£ 0.75 1 ( 

O<^o Or1^o 
831 «/3,« B6£ ://._# 

B32,B63 1.0 \ , 
0°lS"JT oirr B32:/r,? B63«//-TV 

B33,B64 1.33 (. loir |ulf B33: ^ B64X///3 

B34,B65 1.66 '( )o3iT \oi>y 834 V45 B657*5£ 
B35,B66 2.0 s )oi-r loi'r B35:/£>£ B66!to,<?3 
B36 2.5 i\ iQr nxr *36i/0# 

B37,B67 3.0 1, 1IS-.T nyr B37:/0/5 B67«//26 
B38 3.5 t, \^.r oai^ B3S,^J3 

B39,B6B 4.0 \ 13 sr as7 839 ».# WBBifQ/fg 

B40 5.0 •< ^35r 13 .r jr B40:^55 

B41,B69 £.0 It i^s~Jr /6/ rJ" MH 499 B&3s/2.$f 

B42 7.0 • • 

1 rrr /rr r B42:^a 
B43   6C<)fl 8. 0 /15 r U5"S" B«3s3.34 B63ft:0,^f 

B44 IO.O ^r^ /scr B44: jJt- 

AvA/UbUKtq 219 



page  9  of   15 

INVESTIGATOR'S  NOME PT   INITIAL PT  # COMPOUND _PyriAis£igra£ne 

LJetman 
F     M     L OCr 

PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

2. ^^-NAISS co 8 rr o^rr PO tf\J A 

DOSAGE (total)   <KQ/TrtO^ « 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID03 

toe/hi 
RBC 
ACHe 

uM/ml/min 

B45 12.0 Ql l\Jro£y 9-0^5 DoS~Y B45«^ 

B46,B70 24.0 
^ hb*&" n* ?y OS-JT r B46:j^ B70:/^// 

•* JUL^xy vMAty Atyuirfiv^   220 



page   10   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND  Pyri^stignine 

Lietman SL   -   & 
F     M     L ok PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
istration (0-2400) 

Route Bottle 
I.D.    # 

a 2T-H4J'       QlTJL IS^ PO 
NJ f\ 

DOSAGE (total) 

PHYSIOLOGIC VARIABLE! 

3bfT?Qi 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 ziti^if r)?!l Offl T #?^ V/AM- # oL 
0.25 -. o°\\o C^IO #r7r) 

0.50 r^2 r o^ar *,- 3 %/yj *:L 
0.75 11 n^c/o o r1 9 ^ 

#rU 
1.0 

i, o ^ sT c^rjf •6r v /</Q 
1.33 " ID ir /^ i y #6<? 
1.66 •i lo^y /c>3 y *?o 
2.00 *, In \'i' 1 o SS~ #,)J- *3 3 Aft 
2.5 /i \\2± nD.r 
3.0 . i ii yr a ir *n°i 
3.5 11 liar nar 
4.0 i. i^^r iD-Sri *a *W^ 
5.0 t, i3^J- ,^SJ- 
6.0 

i. K/TJ" i^fr *^ 
#3£A'._: 

7.0 -, /0"~J~" )ySs~ 
f 

a.o / / &yr i G yj' 
10.0 i. 

(% rC / is~S~ 
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INVESTIGATOR'S NOME PT INITIAL PT # 

page 11 of IS 

COMPOUND _P3^dost^giTme 

Lietman 
Jl __ Jl 
F  M  L oL PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
istration (0-£400) 

End drug admin- 
istration (0-£400 > 

Route Bottle 
I.D.    # 

<L OTL tO«ofcf Og S S OSSS PO r^/'A 

DOSAGE (total)  „G\V-.CQ£fc- 

PHYSIOLOGIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 
(hours) 

Date 
ddmmmyy 

Scheduled 
Clock Time 
(0-£400) 

Actual 
Clock Time 
(0-£400) 

Pulse 
Rate 
bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 
^T-KJrJgi' 3 o v r s> os y * sz 

£4.0 ^LNJrO &T oR l r osry •&t •<<ik # 
OK 

222 



page 12 of 15 

INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND     Pyridos tigni ne 

Lietman 
F     M     L 

oL PROTOCOL     QAMD 17-85-C-5133-02 

CHEMISTRY VALUES 
Laboratory  —^v -U M  

CMLUX) H^-nJfr-*-*-*-**  J^fo-^A^^-^ 

Screen Predrug 

TEST:NORMAL ddmrnmyy ddmrnmyy ddmrnmyy ddmrnmyy ddmrnmyy 

NA:135-148  MEQ/L 
]Lib IH2 l«fO 

K: 3.5-5.0  MEQ/L H.) t ^7 ki 
CL:96-109  MEQ/L )o°> lot \o% 
COS:24-30  MEQ/L 3.5' <a</ AH 
SUN:12-25  MG/DL 1 S~ I o W 
CREAT:0.4-1.5  MG/DL 

I. O 1 o O.S 
GLU:70-U5  MG/DL 

^^ l^o n ^ 
T.BILI:0.3-1. 2MG/DL S-f ' (o. o| o. V 0.3 
D.BILI:0.l-O. 4MG/DL /p& /o.l' CD   ! G.-o 
CA:9. 0-11.0  MG/DL <1 4 °\.y S.<? 
P04:3.0-4.5     MG/DL 4.4 an 3.r 
URIC  A:4.2-8.BMG/DL s.n L-\ S.«r 
T.    PROT:6.0-8. 5G/DL *M 6.fr 6«£ 
ALB.:3.2-5.3  G/DL w h.r 4-<? 
AST:0-35   IU/L \r \3 i <r 
ALT:0-30   IU/L "7 lo s 
ALK   PH0S:0-95   IU/L 

^ o2- CvT 
CHOL:151-268  MG/DL g-> 10 1). <o3. 
LDH:0-200   IU/L \I8 lol NJ.^ 

CPK:0-160  U/L(male) 5/ 4^ (vj  O. 

Study 

Date 

223 



page   13   of   15 

INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND   Pyridostigmine 

Lietman 
F     M     L 0(o 

PROTOCOL DAMD  17-85-C-5133-02 

HEMATOLOGY VALUES . » 
Laboratory _^V£^=r*^J^'%5-w-:::> *My>Vn~^-- 

Screen  Predrug 

TEST NORMAL ddrnmmyy ddrnmmyy ddrnmmyy ddrnmmyy ddrnmmyy 

Hgb 13. 9-1&. 3 it.3 \SL )H.  £ 
PCV 41.0-53.0 

^ . | H s.H *11. 0 
Pit 150-350 ^t°l 3.4,3 1^1 
RBC 4.50-5.90 S.fe3 s ^ r.oB 
WBC 4500-11000 "13 c^ S 7oo fc^oo 
Bands 2-6% 

ci 1 C 
Polys 31-76% £> C> 5/ 9 t 
Eos 1-4% S" / 1 

Bas 1 / 0 

Lymphs 24-44% i<f l<f 
Atyp   Lym O O 0 

Monos £-11% 3" // 2 
Other O (9 G 

Ret ics 0.5-1.5% o.r OS 10 .^ 

Study 

Date 
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page 14 of 15 

INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND   PyriA^tignTne 

Lietman 
F     M 

)C C?4> 
PROTOCOL   DAMD 17-85-C-5133-02 

URINALY8I8  VALUES OtUlKAA^A 
Laboratory    (A^-x^^^,   AV^W-T-^ ~V\tv^L- - 

PWn^Y^f 

TEST 

Screen  Predrug 

NORMAL ddmmmyy ddmmmyy ddmmmyy ddmmmyy ddmmmyy 

Study 

Date 

Color/Ap t\)!> fM "O ^"^ 

Sp. Gr 
I Q^l (.oi I. o 

PH 4. G   c is 

Protein *x (0 
^ 

Ketones 
^S-^V, !3c 3^, M<- 

Occ  Bid 
N^a 

%• 

^^% xu. 

Bill. 
JA / r- 

^*r 

RBC o 
WBC CJ 

Casts Q c i O 

Epi. Cel O 

Crystals 0-<f U O 

Bacteria O o 

ELECTROCARDIOGRAM 

Date 
ddmmmyy 

NORMAL 
check 

ABNORMAL 
check 

Describe  abnormalities 

2» (Oiv £.f 
«/ 

3-3 i^Jrtii i/ 

2£GVMJ' / 
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page 15 of 15 

INVESTIGATOR'S NAME PT INITIAL PT ft COMPOUND PyriHnRHgwinP 

Lietman F  M  L Q(p 
PROTOCOL DAMD 17-8^-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred EH 
ADVERSE 
EVENT 

ONSET 
(Date/Time) 

CESSATION 
Date/Time 

SEVERITY 
(Check) 

REL'N TO 
TEST DRUG 

ACTION 
(Check) 

# 

dd mmrn yy dd mmm yy 
• 
Mild 

• 
Mod 

• 
DEF. 

• 
PROB. 

• 
POSS. 

• 
None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

— - • 
Sev 

• 
UNKNOWN 

• 
Stop test 

drug 

ft 

dd mmm yy dd mmm yy 
• 
Mild 

• 
Mod 

• 
DEF. 

• 
PROB. 

• 
POSS. 

• 
None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• 
Sev 

• 
UNKNOWN 

• 
Stop test 

drug 

COMMENTS (Indicate # and event) 
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page 1 of 15 

INVESTIGATOR'S  NOME PT   INITIAL PT   # COMPOUND   Pyildostigiiiie 

Lietman F      M      L on 
PROTOCOL   DftMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmrnyy Procedures 

—' oz^mrfft, Screening   laboratory 

03JfttJ&> History,    Physical   Exam 

0 05^7VtW Admission 

3 Ob^ft^fo f.o. 
s OljriZlj :£W, 

I certify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of ___L>£__ pages, for subject #__C2.I7._- 

2) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

Inves ure dd/mmm/yy 
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page £ of 15 

INVESTIGATOR'S   NOME PT   INITIAL PT  # COMPOUND   Pxd&StigPBBe 

Lietman 
F     M     L frn PROTOCOL BMfi).l2-8i-c-5l33-02 

MEDICAL HISTORY 

Date  of  evaluation^' A^/oC/ 
•^L/- dd   mn 

Date  of   birth *£&&£/Jl ~~l 
t/^-tld   mmm   yy 

print   name =fc 

Age 

Sex 

Race 

c* 0 yrS 

No Yes Comment s 

Allergy l/ 

Tobacco  Use 
/ 

Alcohol   Use 
/ 

Recreational   Drug   Use y 
Medications   past   2  weeks i/ 

Experimental   Drug   Exposure y J6<NU*up£c<* 

Blood   or   plasma  donor y 
Prior  Surgery y 
Eye,   ear,   nose,   throat / 

Endocrine(diabetes,thyroid) 
/ 

C-V   (heart   murmur,HBP) / 

Pulmonary   (cough,asthma) / 

Hepat it is,gastro-intest inal / 

Gen i t o-ur i nary J ^'d^}A^M 
Musculoskeletal 

/ 

Neuropsych i at r i c 
/ 

Pesticide/herbicide  use / 
/"'C^O^'^UA^- **+*%> *&r> 

Other ' 
</ i^ixtf 

228 



page  3  of   15 

INVESTIGATOR'S  NOME PT   INITIAL PT  # COMPOUND  gXKMbstigPBCe 

Lietman -T*--7* 
F     M     L ol PROTOCOL D^ffi_2Zd85r£::5133-02 

PHYSICAL EXAMINATION 
Date Qj/jCL&JEb 
a^- dd   rnrnrn   yy 

Temperature Pulse Respir Blood   Pressure Height    (cm) Wt. (kg) 

_33Jtc _  _/ skmin ^.(/min _ _yzsr/i>*_ _ -12/. 0 -CLSL 

(check) Nor. Abn. 

GENERAL EXAMINATION: 

Provide details of abnormalities 

Head/Neck S 
EENT </ (Uufjl **t(uc-*c~ (/yl 7*^f Aio vu#fU«U&t46*£&<t«0j#f: 

.IttUftiA 

Chest,lungs y 
Heart 

ir Abdomen 

Genitalia A0 
Rectal 

17 
uV_ 

Extremit ies 

m Skin y 
Neurologic V *fi^ 

CHE8T  X-RAY 
Date Qy~?M)/%£ 

NORMAL X' ABNORMAL Describe  abnormalities: 

Examiner 

print   name 

229 



page  4  of   15 

INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND Pyridostigprine 

Lietman 
37 _r_ _I 
F     M     L 

ol PROTOCOL D^MD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin— 
i st rat i on   (0-2400) 

Route Bottle 
I. D.    # 

c 
^ O*}^^ c> a^-e OS 5o IV ro -A 

SV^"^^TiU-= ^^^^ ^DOSAGE (total)    1, 3$ rm£- 
J PLASMA CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID0] RBC 
ACHe 

uM/ml/min 

B01,B47 0 
C*<V*0&fc e>^ir 0?(  \" B01 :,£ 847 >/K>.<* 

B02 0.08 >. oS<i3" oZX S' 
B0£s&5/ 

B03 0. IE \ cUo Ofjo 
803 i/j.^ 

B04,B48 0.25 '. o%2r a%3 r B04:/^ B48!^^ 

B05 0.33 i. 

O £ Y O G^O B05:/5^ 

B06 0.42 ' \ 
OSTJ" 4^ B06:/^.3 

B07,B49 0.50 -. oSTo o^X^ B07!
/T\9 ***•?./<?- 

BOS 0.58 i • o&sr e,gry BO8s/3.0 
B09 0.66 /. 

O^OO e^o B09:/Ot/ 

BIO,B50 0.75 •, o?or o^r B10«9/j5 B50: 7-49- 

Bll 0.83 • , O^/o <D^ / o 81 "US 
B12 0.92 (   , <o^r B12*P6 L>—-retojoc 

B13,B51 1.0 I, , ©<Uo B13:^,3^ B51: 9,7£ 

B14,B52 1.33 1, O^fo B14s^/f 852:^* 

B15,B53 1.66 i 

/ Ci O o *l*'Z% B53: ^.55 
r Usl LTX-A 

B16,B54 2.0 
/o«2o /Oc5u^ 

BieX61 B54ig,#, 

B17 2.5 
li 

/o S ° f O J"£» B17i^f/ 

•+ JiW 04^/ tk^uuJuMty 
? -*n 



page 5 of 15 

INVESTIGATOR'S  NAME PT   INITIAL PT  # COMPOUND Pyridostigmne 

Lietman gr.-. X 
F     M     L on PROTOCOL DA"0 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

s oi3*\^u O  £"A O ©2S"0 IV Aifr 

(total)   _J± 3_5__nf2y DOSAGE 

PLASMA   ( 
page  2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B18,B55 3.0 
<yL\iw& HA O // Quci 

B18:   |fl^ B55:4U3 
BIS 3.5 (    ! 

II 5~ O 1 1 5"0 B19:^,/S- 

B20,B56 4.0 \* a^o Q2o B20: ^_ B3Gl£S^ 

B21 5.0 1 
1 >Jc2_Q /lolx. 

B21: ^ 

B22,B57 6.0 1 , 

/ ^^ o ) <fj^> B22:^ B57: T? ^ 

B23 7.0 * 
/£".2o / ro2^> 

B23::y 

B24 8.0 i, 

/t0o /&0 
B24:-^ 

B25 10.0 '( /RcOX) )?a o B25:_£ 

B26 12.0 •. 3-Dc^Ci Q^ oia B26:^h 

B27,B58 24.0 
(o>wr8 o?5o 0^c2-0 

B27:^ B58 :/£,-£> 

CUKUU/ KlmsubXHXj^ 231 



page 6 of 15 

INVESTIGATOR' S   NAME PT   INITIAL PT   # COMPOUND JEpixtostigffline 

Lietman _T „ X 
F     M     L o7 

PROTOCOL   DAMP 12085=0-5] 33-02 

MEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
i st rat i on < 0-2400) 

Routi Bottle 
I.D.    # 

S" o^O^u^ o8£uz> oS^<=> IV *JA 

DOSAGE    (total> /1 3 ^ ^TYIA • 

PHYSIOLOGIC  VARIABLES 

VOT; 1     T\ a.--  ^   o^C - £}     <v-0 «<    TvnT    r^e C V \ v-t     /" tA i <; u« - P   y o o c <s>^ c ^ . 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

4 
Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 cypANfc, C><6 1 5' oSi r *72 *-j/r.- "ok. 
0.8 <* oh a \ o^JlC 

1 

0. 16 i. oh3o O S .7 n 
0.25 <, og * r o^ .1 r •v 
0. 33 11 o^Vo ORVo 
0.42 >\ o^y ui?vr 
0.50 'y o^ro OS.TO *^ V«?/rv 
0.58 1 v 

oSr^ <r oS'i'y 
0.66 'i 

o^? AO 0^&o 
0.75 i, o^n.r o ^or #r?,> 
0.83 '( 

O^/O O^ /o 

0.92 i. o^vr o^/ r 
1.0 < . o^oa cl°iQuo • r,y %P9 At 
1. 33 (, o^Vo 0^o *6V 
1.66 i. / o oo / 6DO «.?? 

2.0 i. 
/0X0 / o J o •<);> 

<*/    y 
7; A<J? 

2.5 la 

)oy° t oro 

232 



page 7 of 15 

INVESTIGATOR'S  NAME PT   INITIAL PT  # COMPOUND JbJSdostiffline 

Lietman X --- x 
F     M     L Ol 

PROTOCOL    DAMD 17.-85-05133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   < 0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

5 C3°!^«°& 0^<3o 0£X^ IV kJ# 

1,33 DOSAGE (total)  _JjL^±i22B5f:. 

PHYSIOLOGIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3.0 
o^TW^t U^O   - \  l<XO 

#rr^ t» 

3.5 I V \ v yo H 5"o 
4.0 '. l,XQ_o 1 J. Ji-O An #   Ki.ls 
5.0 I. \^o H-l^ 
6.0 'A \L\a^> \Mao #%t) #   N]J 

7.0 1 * \sac 1 ^-lo 
8.0 1, 

1 Ga o lUo 

10.0 'l \ ?oLo IWo 
12.0 1' a'Dio Qo^o 
24.0 

Ifc^AiJfl. o^^-o O^o 
#r7o *  N^ "ok. 

233 



page 8 of 15 

INVESTIGATOR'S   NAME PT   INITIAL PT  # COMPOUND ^xridostigpoine 

Lietman 
1.  „  _T_ 
F     M     L &n PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start   drug  admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

ZL 
OG "!>*,**&b 

O^SS Cs %S^ PO 1\J    A 

^Vvvv^ n -v f^r; <U-- *l. raHlO «* 

*W.» r^K   • (j«yo A* -_ S    r-iG>5S c *^ 
DOSAGE   (total) 

PLASMA CONCENTRATIONS 

Ht.O c•$' 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock  Time 

(0-2400) 

Act ua1 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/rnin 

B26,B59 0 ofc^n O?lo © % \ o 
B28:^ B59:/0,/9- 

B29,B60 0.25 
•• Ofi 1 o O cKO B29:^ B60:^ ^ 

B30,BG1 0.50 •• O^iLiT oria.V B30:^43 B61:   ^S 

B31,B62 0.75 •« 0«?^ O^/o 
B3l!?.^ B62: g?? 

B32,B63 1.0 », oci^r o'UV 
B3£:Pi B63:#,fg 

B33,B64 1. 33 i, i o \ r 1 Oi C B33iff.^ B6«:£^ 
B34,B65 1. 66 i . 

i o] r loir B34:/<?.j? B65: ?,-?& 

B35,B66 2.0 
i < i o^r <%s* ion" B35:<^ B66:?,>l^ 

B36 2.5 11 nar \ur B36:%3 

B37,B67 3.0 (, urr wry B37:W B67:^3 

B38 3.5 t\ i^jr 
B3Bi/D.y 

B39,B68 4.0 •v ury usr B39:£.fg B68: ?. 5^ 

B40 5.0 
•-. i^rr 11 J r B40s5;^ 

B41,B69 6.0 iw rr i ^ry 
B41s*W B69:^5f 

B42 7.0 \ 
»rj-y irsr 84214,45" 

B43 8.0 
t, 

) b j y urr B43: t B69A:£ 4^ 

B44 10.0 •- IS 53' i s-j-r B44:-^- 9-5S 
AmAjJbuAty 234 



page  9  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND -Pxridostigraine 

Lietman _T „ JS 
F     M     L on PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
i st rat i on   < 0-2400) 

End  drug   admin- 
i st rat i on   < 0-2400) 

Route Bottle 
I.D.    # 

02 o^W®> Ol 55" D&*r PO N> A 

IL?.0 DOSAGE (total)     (>£_'"• ft1^' 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock   Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B45 12.0 Ot.^^^ zx 0 s~ y ox>^ r B45:  ^ 

B46, B70 24.0 cn^ft o & s s o?5T B46:^ B70: <J qq 

JOdLWuy OAAAi^ (kmACtUM^A 



page 10 of 1! 

INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND  PjGQcbstigHiQe 

Lietman X „ T 
F     M     L on 

PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    * 

O^ o(T^& oSSi" &%S~S~ PO *0 fV 

/6-0 DOSAGE (total) ___JMl)J_C-)^.1 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 
oc^tJ^L O%<o OS / Q 

#^t % //, V 
0.25 i, o^io O^/o #^ 
0.50 

i o^X o^o r *6o *iiht # 

0.75 oc,ho c^°, Vo #5^ 
1.0 ' i 0°iS^ o ^ r r *6<f *i,%ls<] 
1.33 1 i loir )OU" *^VJ 

1.66 A tbi r )o3r *6V 
2.00 

M m^y I o5T #r?J V/r/ 
2.5 i( ii ar lur 
3.0 \ \ n rr ii rr # 9j> 
3.5 \ , 

l^DS" oar 
4.0 M issr iarr # ^ *<,llSl 
5.0 i i3n i3rr 
6.0 

i , .   )HSf K/rr #r?£ *6o /'/•;• 
7.0 'srr 
8.0 n;.' r- )fe\~ f 

10.0 /^rr i ?n 
236 



page   11   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND    Pyridostigpine 

Lietman _x --_ X 
F     M     L on 

PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

02 ctf^w& o%s s~ O^-T PO h)(\ 

1(0.0 DOSAGE    (total)        'JZLUZJUQ 

PHYSIOLOGIC VARIABLES 
page  2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Act ua1 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 o & IQM ^Ln S S a^sr #^ 
24.0 07§WK oesf ,o£rr #H^> 0 0 

J 
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INVESTIGATOR'S  NOME PT   INITIAL PT  # COMPOUND     PyridostignLne 

Lietman ?. r_ IT 
F     M     L on PROTOCOL     DAMD 17-85-C-5133-02 

CHEMISTRY 
Laboratory _C ^_^W_ \^~^ 

Screen Predrug 

TEST:NORMAL ddmmmyy ddmmmyy ddmmmyy ddmmmyy ddmmmyy 

NA:135-148   MEQ/L 
\HZ IHI 1M^ 

K: 3.5-5.0  MEQ/L 3 .<* <i-3 ^ 

CL:96-109  MEQ/L i D3 |o*f \\o 
C02:24-30  MEQ/L •*n 2* 25 
SUN:12-25  MG/DL 1 o 13 <? 
CREAT: 0.4-1.5  MG/DL \o )•/ D-n 
GLU:70-115  MG/DL nrj 51 si 
T.BILI:0. 3-1.2MG/DL a. 5 \X /• o 
D.BILI:0. 1-0. 4MG/DL o.q o.) Q.   1 
CA:9. 0-11.0  MG/DL <i £ <?.s *-F 
P04:3. 0-4. 5     MG/DL 3? </.S *1-l 
URIC  A:4.2-8.8MG/DL 6-F 4,5' rot) 

T.    PROT:6.0-8.5G/DL 7 2. 1./ 6^ 
ALB. :3.2-5.3  G/DL S.o i-r 4,3 
AST:0-35   IU/L ^ i4 13 
ALT10-30   IU/L 1? )i SiO 

ALK   PH0S:0-95   IU/L V* 4^ ^D 

CHOL:151-268  MG/DL Lj^ u^ *Sl 

LDH:0-200   IU/L K>!> )Sl 'V / 33 / -S"o 

CPK:0-160  U/L<male) 
!NQ 3 A ? /   5 -? W3 

Study 

Date 
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page   la^of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND Pyridostigmine 

Lietman T -   r 
F      M      L 

0^7 PROTOCOL DAMD 17-85-C-5133-02 

CHEMISTRY VALUES 
Laboratory _£V£3i^_Jl^qs>K*~*-» VVr>^-->^l 

Screen Predrug 

TEST:NORMAL ddmmmyy ddmmmyy ddmmmyy ddmmmyy ddmmmyy 

NA:135-148  MEQ/L Ihl 
K: 3.5-5.0  MEQ/L 

*1.\ 
CL:96-109  MEQ/L /OS" 

C02:24-30  MEQ/L 3.7 
SUN:12-25   MG/DL ;3 
CREAT:0. 4-1.5   MG/DL U 
GLU:70-115   MG/DL So 
T. BILI:0. 3-1.2MG/DL o.^ 
D.BILI:0. 1-0.4MG/DL 

O. i 

CA:9.0-11.0   MG/DL 9.3 
P04:3.0-4.5      MG/DL ^. <V 
URIC   A:4.2-8. 8MG/DL x* 
T.    PROT:6.0-8. 56/DL £.£ 
ALB. :3.2-5. 3  G/DL ^s^ 
AST:0-35   IU/L £S 
ALT:0-30   IU/L 34>    , 
ALK   PH0S:0-95   IU/L 38 
CHOL:151-268   MG/DL lit 
LDH:0-200   IU/L t45~ 
CPK:0-160  U/L(male) (H 

St udy 

Date 
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page 13 of 15 

INVESTIGATOR' S   NOME PT   INITIAL PT   # COMPOUND   Pyridostigmine 

Lietman 
F     M     L on 

PROTOCOL DAMD  17-85-C-5133-02 

HEMATOLOGY VALUES MtHHIULUHT    VHLUtb . .  , i\ 

Laboratory   C\/)Wrr^  TVtygK^-^    TWV^7 

Screen Predrug 

TEST                   NORMAL ddmmrnyy ddmmrnyy ddrnrnmyy ddmmrnyy ddmmrnyy 

Hgb 13.9-18.3 IH.^ /4.5 13-7 12. j 

PCV 41. 0-53. 0 ^3.a MQ.I 3<7. Z IS.V 
Pit 150-350 

3^1 a^1! I°l7 22.3 
RBC 4.50-5.90 H 9S' H.n°i H.i^ 4 • '7 3 
WBC 4500-11000 

5*4 00 £vlO(., ^4^ o S-ioo 
Bands 2-6% *z- 1 o \H n 
Polys 31-76% 

G ' £"2 zh <^ 

Eos 1-4% c? o \ -^ 

Bas 
1 O CJ o 

Lymphs £4-44% »*/ ^ £> 22 3 o 
Atyp   Lyrn 

o 3_ o o 

Monos £-11% 3 i & * 7 

Other o a o c 

Retics 0.5-1. 5% M^ 1.^ )•/ /•* 

Study 

Date 
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page   14   of   15 

INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND   Pyridostignine 

Lietman r „ _x 
F     M     L ol PROTOCOL   DAMD 17-85-C-5133-02 

TEST 

URXNALY8X8 VALUES 
Laboratory CV^WYX S   ^A <-->^C-V ^S   U'(^ 

Screen  Predrug 

NORMAL ddmmmyy 
es^^i 
ddmmmyy 

C>_tl^^ i^Jf\N^t 
ddmmmyy ddmmmyy ddmmmyy 

Study 

Date 

Color/Ap 1 e^jm-r /YV^JbS ciUf-- Cxlfc^ 

Sp. Gr. 
\. oi' I , cA \  i^L( L^3 

PH £ O 4. o JL_^1 
Protein 

if V"X-< 

•^ 

^i=ki^ 

Ketones 
—y~-P— „ 

T^- If Occ  Bid 
at A •^f- # Bill. 

4 * 
SJSk. 

& 
RBC 

c.; Q 

WBC 

Casts O o o o 
Epi. Cel 

^ 

Crystals O O .J 0 
Bacteria O O O 

ELECTROCARDIOGRAM 

Date 
ddmmmyy 

NORMAL 
check 

ABNORMAL 
check 

Describe  abnormalities 

o3"V}£b 
y 

oT\4SH8i 
y 

1 0,W^ / —csrX    A. r-sfJ- ^C> 
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page 15 of 15 

INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND Pyrif^gf-igrmnp 

Lietman 31 __ JC 
F  M  L 

on PROTOCOL DAMD 17-85-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred a 
ADVERSE ONSET CESSATION SEVERITY REL'N TO ACTION 
EVENT (Date/Time) Date/Tirne (Check) TEST DRUG (Check) 

# • • • 
dd mmrn yy dd rnmm yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

# • • • 
dd rnmm yy dd rnmm yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

COMMENTS (Indicate # and event) 
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page 1 of 15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   PyTidostigiine 

Lietman 
_Q_hL ^ 
F      M      L O* 

PROTOCOL   DAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmrnyy Procedures 

— ^^nns' Screening   laboratory 

— 0Z3M& History,    Physical   Exam 

0 CSSfrMi Admission 

a 0v3ftrf& f-o. 
^5" Qcurr^$' 

I cert ify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of 1_X__ Pa9esi for   subject # Qa • 

£) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

M. D. 
Invest igat ature dd/mmm/yy 
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page £ of 15 

INVESTIBATOR'S NAME PT INITIAL PT # COMPOUND PxtLdOfitigPBDe 

Lietman _C> H ti. 
F  M  L o? PROTOCOL DMfLlI-Sl-Cr5133-02 

Date of evaluation 6^/Jf^/Si. 
dd rnmrn yy 

MEDICAL HISTORY 

Examiner 

Date of birth 

Age 

Sex 

Race 

Ko/£>£X/_Sp 
dd   mmrn  yy 

J2L. 

print name 

No   Yes   Comments 

Allergy y 
Tobacco Use s 
Alcohol Use 

i/ ^ S*>Q*<\     |,^W. 

Recreational Drug Use 
i/ 

Medications past 2 weeks 
t/ 

Experimental Drug Exposure \/ ~^Ho 
Blood or plasma donor S 

Prior Surgery 
iS 

Eye, **r%   nose, throat ^ 

Endocrine(diabetes,thyroid) s 
C-V (heart murmur,HBP) •* 

Pulmonary (cough,asthma) t/ 

Hepat it is,gastro-intest inal x/ 

Genito-urinary </ 

Musculoskeletal S 

Neuropsychiatric / 

Pesticide/herbicide use vS £->H-<l-~^r-»—<-3~-- *i V*w*  IO-«*-*» 

Other 
3 
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page 3 of 15 

INVESTIGATOR'S NOME PT INITIAL PT « COMPOUND ExoiloatigpaDe 

Lietman .Q £i V*£ 
F  M  L o2 PROTOCOL D^B_lZ-85r£r5l33-02 

PHYSICAL EXAMINATION 
Date &<^OJir/SJ> 

dd   rnmrn   yy 

Temperature Pulse Respir Blood Pressure Height (cm) Wt. (kg) 

A :L- .5 c _ ^ T/min 3 2/rnin i   ?  !±/_2£. I 1 8. o n s. s 

(check) 

GENERAL EXAMINATION: 

Provide details of abnormal it ies Nor. Abn. 

Head/Neck y 
EENT y s^t^ -^(D 
Chest,lungs is — 

Heart y 

Abdomen y 
Genitalia to \> 

Rectal 
fj.> 

Extremit ies y 
Skin i/ 

Neurologic c/ 

CHEST  X-RAY 
Date C>2V^vJ/S4 

NORMAL X ABNORMAL Describe abnormalities: 

Examiner 

pr i nt   name o 
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page  4  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND Pyridostigmine 

Lietman J2H W 
F     M     L 

oX PROTOCOL nftMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
i st rat i on (0-2400) 

End drug admin- 
istration (0-2400) 

Rout i Bottle 
I. D.    # 

s os?>^ Og/1 o?^3 IV tO      K' 

^^vv^.^^ =  ^2.3*1 IS (, DosAGE   (total)       L^AjUS 

PLASMA CONCENTRATIONS 
S 

TS  
Date 

ddmmrnyy 
Sample 

No. 
Schedule 
Time 
(hours) 

Scheduled 
Clock Time 
(0-2400) 

Actual 
Clock Time 
(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B01,B47 
Oe?"W'& <=>2i a. QlMl 

B01: #~ B47: f3j<a 
B02 0.08 

c>Z\8 £2. &_!_ 
soat^f 

B03 0. 16 O fr.2.3 o&a_i B03: ̂ 9 
B04,B4B 0.25 

c3^r 0%ci& B04: VXi B48V0.3/ 
B05 0.33 o?] 3 OS 1 3 B05: '/*5 
B06 0.42 o<ki 8 •S 3j< B06: /ij 

B07,B49 0.50 C S*/3 o£^3 B07:  //."? B49: £45 

BOB 0.58 Og^/S ^^ 
BOB !/(9,£ 

B09 0.66 O   UJ Qgy^ B09 '?,# 
B10,B50 0.75 cirf o^<? BIOS5:^ B50: 70-M 
Bll 0.83 

O °70J °^ Bll* &tf 

B12 0.92 o 9 o£ QfiQjr 
B12l4,34 

B13,B51 1.0 
orl ij -5 

QfLLi 
B13: 3-5/ B51: /&# 

B14,B52 1.33 o°13 3 ©T3J B 14,3# B5£://.5£ 
B15,B53 1.66 cD°ir3 O <b-J B15 ^ B53: M? 
B16,B54 2.0 

&_\ 1 I Di 3 B16: 
•* B5**/P./0 

B17 2.5 
I  O^ 

9   Jl!>-UL0-oL^ '^W °^- 4jBO^A**AJU*Ay- 
ioH 3 B17: /^ 
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page 5 of 1! 

INVESTIGATOR'S   NOME PT   INITIAL PT   # COMPOUND Pyridostigniiie 

Lietman 
F     M     L o<i 

PROTOCOL  •® 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I. D.    * 

s o<\*\^= oSIl o£^3 IV 
KJ £) 

/3A DOSASE (total)  __L'_r„_T^S._ 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID03 

hJQrfhL 

RBC 
ACHe 

uM/ml/min 

BIB,B55 3.0 c"i^A^ »nl Mil B18j ^ B55V*?-.5<? 
B19 3.5 i » M4 3 WH2 B19:^ 

B20,B56 4.0 «, \ 3L \3 on B20-^ B56i^/? 

B21 5.0 \, 
ni3 13 17 B21 tJJt 

B22,B57 6.0 % , 
/ </ / 3 )L/ iJ B22:^ BS7,/^A* 

B23 7.0 >, 15-y 3 in] B23: ^, 

B24 8.0 - )L/1 \(*\1 B24: J. 

B25 10.0 t > I fr;J H)1 B25:^ 

B2£ 12.0 \\ 
cii} I 1 <ZLd)3 B26:   jL 

B27,B58 24.0 
lO^AORK c>S>3 oS/3 B27:^ B58:/2,^ 

^ j^ixu^- ass^V s^^^iuAt^^ 247 



page  6   of   15 

INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND     PyH HnSfi g^po 

Lietman C2 kL ^ 
F     M     L 

PROTOCOL J^MD_17Qa5-C-5133-02 

MEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug 
istrat ion 

admin- 
(0-£400> 

End   drug   admin- 
i st rat i on   (0-£400) 

Route Bottle 
I.D.    # 

s o°Csw(i *>           O 2 '-3 osV 3 IV r^ A 

^(c-^r-p-    C>->—xs     'Y-eja. 

DOSAGE    (total)               I.Oo*/YY\£" 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock  Time 

(0-£400) 

Actual 
Clock  Time 

<0-£400) 

Pulse 
Rate 

bprn 

Hand 
Grip 
L/R 

Coord 
Test 

0 
C^fW& 

o"So < u y>^%\ X * 2 if V?Ay •«t TL-* 6  I ^. 

0.8 (( o£l 8 oSiZ 
0. 16 o &Ji 3 oS^? 
0. £5 t og-AS oS^Z * 1* 
0.33 •i o£33 OgJ'J 
0.4£ (  y o£J2 o£?5- 
0.50 •• o£VJ G2V3 #2$ #*?/ss "ok 
0. 58 i j o%V& o SVS 
0.68 •i 

o?^ o?^j> 
0.75 n o8^£ 0?-T£ #^ 
0.83 !• 

C3 70J d> ^oj 

0.92 
11 O*jo£ o^o.r 

1.0 H 07/J o9/ J *Ho Vj,/^ 
1.33 

• » 09JJ o<n 2 #7^ 
1.66 i • c><753 a°*y-? 
£.0 /0 /J foi"5 *£* •*+/* 
£.5 /<^3 f o^ 3 **A 

248 



page   7   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND  Jb3i^stiggine 

Lietman O it ^ 
F      M     L o? PROTOCOL J^©_lZ-_85rC-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
istration (0-2400) 

Routi Bottle 
I.D.    * 

5 Q£&£M        CD^l Ocf^3 IV K-'' A 

DOSAGE   (total)      _1L2SJ2C£4- 

PHYSIOLOGIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3.0 0*0*^81 M 13 11»3 
#r?y 

3.5 lv \ l Ll 3 i /^1 
4.0 •< ia\:? ian **4 
5.0 -. i^n i3 O 
6.0 ic/n /z//7 #9V #N^ 
7.0 '- 1^/1 /5;J 
6.0 '< i 6> / 3 / 6 13 

10.0 •\ /S/3 i ?/.? 
12.0 i. 0n)1 ^o; 7 
24. 0 

'O^AJ^ o&l off A ? *|J^ • o fc. 

249 



page  8  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND .Pxjidostigraiiie 

Lietman F     M     L 
o£ PROTOCOL   DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

*Z- oC^os* <oK^X os-_r? PO rs/   i*=\ 

*~ir~f   "^r£U^C=ag,7VD0SAGE   (total) \jp_r<^ 

PLASMA CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Act ua1 
Clock  Time 

(0-2400) 

CPYRID03 RBC 
ACHe 

uM/rnl /rnin 

B28,B59 0 
06 IWSfc r^?o s- o^o r 

BZB>± mt/$63 
B29,B60 0.25 • O^/^ o^/? B29:^ W/3,50 
B30,B61 0.50 *( o^aS oOJA B30:j?J/ BSll/^ 

B31,B62 0.75 
1    V o^<vj d><?*7 B3i1^.44 *tt*/Z$£) 

B32,B63 1.0 O ^ J &1S£ B32:£^ BS3i/J>£>5 
B33,B64 1.33 1. /o)£ /O/P 

B33iin B64:/^p? 
B34,B65 1.66 1 t 10 3/ /o3^ *3«--C56 B65://^7- 
B35, B66 2.0 i. /o« /OTA B35: ^.Q3 B66: /£. ^5 

B36 2.5 
1, //a? //^/ 

B36s^J5 

B37,B£7 3.0 •• nrf //.TJ B37:/^ BS7i/G,o4- 
B3S 3.5 

' t /3Q)| O^P B3fl|0j0 

B39,B68 4.0 lt ?^.-ri tD-S-JP B39.^ B68:/fl>/^ 

B40 5.0 1, ,?j-<? /j-ri B40if<j£ 

B41.B&9 6.0 »   V /vs* 'Vr* B4H3.aSL B69:/^/^ 

B42 7.0 •« / £ s r / ra B42:^.^ 

B43 8.0 • ' 
/ £, 5"^ '6sfj B43:/.£0 B69A:/p^? 

B44 10.0 »t 

>><*$« /e ££ B44: -£- &°° 
* JMI (*j<y *w> «V xim >CtU/*.W/   25 0 



page   9  of   15 

INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND -Pxridostigraine 

Lietman 
F     M     L o? PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmniyy 

Start   drug  admin- 
istration   (0-2400) 

End   drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

X oO\wa c>%S z 0?-S~£ PO jO A 

DOSAGE (total)   !i£.iH!§L. 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/rnl /min 

B4S 12.0 £6jflto& 3L OS ? a_or~i B45 s^ 

B46,B70 24.0 
CTjAtoJgL H9SX nxsr B46: -*- B70i/M? 

»•. 

-#    xLt; I^Vur OM OAJ Ain \fodikkty. , 251 



page   10  of   15 

INVESTIGATOR'S NOME PT   INITIAL PT   ft COMPOUND PxsLdo§tignine 

Lietman _£> id \td 
F     M     L 

oQ PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

2_ ofcIW$ £?XS O^"^ PO VJ A 

Id DOSAGE (total)   ^?._L7!IV$_1 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 
Dk'WE -   oKs^ *%? #^/?7 ". <. 

0.25 (< 
o*i3 No ^ 

0.50 '« 01QJP *9? %/vV 
# 

0.75 <. ^i>n *9£ 
1.0 1 v 

0^5-$ •&v #J7/;, 
1.33 it ) o)g * 1L 
1.6E ' ( /^IS *9^ 
2.00 (_ ;u-fJ *bL/ "J7/*T 
2.5 ,< /^a/-*- 
3.0 <N M£*u~ *?£> 
3.5 /I a^z 
4.0 l> )3.sg *% t7«*v 
5.0 

1, I3&2 
6.0 wst * S^ .7 7 A/; 
7.0 f i & 5=#U^ 
8.0 1 . 

i'6 SJT    0 * 

10.0 t i fT% 

252 



page   11   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND  JbG^fkstijpine 

Lietman 
_C H b± 
F     M     L o$ PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnrnyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
i st rat i on (0-2400) 

Route Bottle 
I.D.    * 

Z- OG3M> oS-^ o^srk PO lO f\ 

l(* DOSAGE    (total)        '-T—QZ^X.? 

PHYSIOLOGIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Act ua1 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 0 L Oftv&t 3CS V di-£>S   \ 
#KJ^ 

24.0 
d^DpM oS3~2 osy% *f\JS •rfO N£* 

253 



page   1£  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND Pyridostigprine 

Lietman 
F     M     L o2 

PROTOCOL DAMD 17-85-C-5133-02 

CHEMISTRY   VALUES, .       . ,1 ,    fl 
Laboratory      ""VftV^r-^ -Ar\t7oVo^*   yo^iA^ 

Screen Predrug 

TEST:NORMAL ddmmmyy ddmrnrnyy ddmmmyy ddmmmyy ddmmmyy 

NA:135-148  MEQ/L \L\ y )1f r-V4 
K: 3.5-5.0 MEQ/L S\o H.°\ ^•1 
CL:96-109  MEQ/L }*£ \oH 1 b^ 
C02:24-30  MEQ/L as •3.o an 
SUN:12-25  MG/DL 1    1 / » \*+ 
CREAT:0. 4-1.5  MG/DL o ^ i. o ac1 
GLU:70-U5  MG/DL *7 3 / o2 n9 
T.BILI:0.3-1. 2MG/DL £>• V o, r" o.s 
D.BILI:0. 1-0. 4MG/DL c. o o. 1 c. o 
CA:9.0-11.0  MG/DL t}.<9 /O.2. 9.£ 
P04:3. 0-4.5     MG/DL isi"b M   1 4 3 
URIC  A:4.2-8.8MG/DL fe.*7 s-.^ sn 
T.    PROT:6. 0-8.5G/DL 1.3 n. / n.3 
ALB.:3.2-5.3  G/DL 4 £ S-O *T.o 
AST:0-35   IU/L ^3 i ST \n 
ALT:0-30   IU/L /7 i*"" >3 
ALK   PH0S:0-95   IU/L -T4 ^ 9 H°l 
CHOL:151-268  MG/DL N P tos> K)'£> 

LDH:0-200   IU/L tO'"\> \a 2, <5 O-o l3l //<? 

CPK:0-160  U/L<male) WD *t 4^ 4/ 6/ 

Study 

Date 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND Pyridostigpine 

Lietman 
F      M     L 

o? PROTOCOL DAMD 17-85-C-5133-02 

CHEMISTRY VAL 
Laboratory Cy^v-o   4A ryU-wxa  )Jv4fU]t*J~ 

Screen Predrug 

1   Njrx NJ T\ /O3SKJ£& 

TEST:NORMAL ddrnmmyy ddmrnrnyy ddrnmmyy ddmrnrnyy ddrnmmyy 

NO:135-148   MEQ/L \Lm 
K:3.5-5. 0   MEQ/L h°i 
CL:96-109   MEQ/L 

10>Y 
C02:24-30  MEQ/L 3°l 
SUN:12-25  MG/DL 

tf 

CREAT:0.4-1.5   MG/DL 
IO 

GLU:70-U5   MG/DL ZS 
T.BILI:0.3-1.2MG/DL 

0.7 
D.BILI:0.1-0.4MG/DL O. Q 
CA:9.0-11.0   MG/DL °l.F 
P04:3.0-4.5      MG/DL 4. o 
URIC   A:4.2-8.8MG/DL 6. k 
T.    PROT:fc.0-8.5G/DL 6^ 
ALB.:3.2-5.3   G/DL 4.P 
AST:0-35   IU/L n 
ALT:0-30   IU/L i/ 
ALK   PH0S:0-95   IU/L yi 
CHOL:151-268   MG/DL &iS 
LDH:0-200   IU/L lib 
CPK:0-160   U/L(male) 56 

Study 

Date 

255 
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INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND    Pyridostigmine 

Lietman 
F     M     L 

O? PROTOCOL DAMD  17-85-C-5133-02 

HEMATQLOGY VALUES 
Laboratory SS^AUoW»-3   ibnupkA 

Screen Predrug 

ddrnrnrnyy ddrnrnrnyy ddrnrnrnyy 
^0f\NJ-?t 

TEST                   NORMAL ddrnrnrnyy ddrnrnrnyy 

Hgb 13.9-16.3 15.o 16".^ \S~< o 13-2 
PCV 41.0-53. 0 43 ; h'tJ ^o?./ ^oj 
Pit 150-350 573 292 St^k 3D) 
RBC 4.50-5.90 4 £<v H.nH 4. 64 ^•J2 
WBC 4500-11000 Tt&c. CUDO ^OOo 1?&V 
Bands £-6% / o 9 9 </ 

Polys 31-76* jr* 6? •T9 15- 
Eos 1-4* H / 3 -2 
Bas i O o o 
Lymphs £4-44% O 7 /*/ <2 3' 1-7 
Atyp   Lyrn b / O o 
Monos £-11* 3 6. L 2, 
Other c? o a o 

Ret ics 0.5-1.5* rJ 0 I.Z5 /• o ;.o 

Study 

Date 

256 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND  i^£yo?tig[lLne 

Lietman 
F      M      L 

o r PROTOCOL   DAMD 17-85-C-5133-02 

URINALY8I8 VALUES        . . \J 
Laboratory  y^y^^^. ~AV^pW 

QJtudwJ 

Screen Predrug 

TEST                    NORMAL ddrnrnmyy ddmrnrnyy ddrnrnmyy ddrnrnmyy ddmrnrnyy 

Color/Ap *o^> o*.\\l^ -v\W^ 
Sp.    Gr. \. o\S 

U 

\. GO 1 lo^ Vo^o 
PH G  S 6. o G. r' ~?,n 
Protein ry-a^y r-*S*? V~--tf—C-<_ 

Ketones 
-s-c t 

0 

NT—«-f. 

Occ     Bid 6 6 
,^-^J;/ 

3 

Bill. 
O & 

^ 

6 

RBC 3 0 

O 

UBC o o f~1 

Casts 
<o O o O 

Epi.   Cel O o o 
Crystals C? p a o 

Bacteria <? D <j o 

U*' 

Study 

Date 

ELECTROCARDIOGRAM 

Date 
ddmrnrnyy 

NORMAL 
check 

ABNORMAL 
check 

Describe abnormalities 

&22£i*8h 
/ 

r,'^ANJ», 
/ 

i o >*>$/; 
/ 

2SL 
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INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND PyHHngHgpino 

Lietman F  M  L o2 PROTOCOL DAMD 17-8£-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred \£ 
ADVERSE 
EVENT 

ONSET 
(Date/Time) 

CESSATION 
Date/Time 

SEVERITY 
(Check) 

REL'N TO 
TEST DRUG 

ACTION 
(Check) 

41 

dd mmrn yy dd mrnrn yy 
• 
Mild 

• 
Mod 

• 
DEF. 

• 
PROB. 

• 
POSS. 

• 
None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• 
Sev 

• 
UNKNOWN 

• 
Stop test 

drug 

# 

dd mmrn yy dd mmrn yy 
• 
Mild 

• 
Mod 

• 
DEF. 

• 
PROB. 

• 
POSS. 

• 
None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• 
Sev 

• 
UNKNOWN 

• 
Stop test 

drug 

COMMENTS (Indicate # and event) 
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INVESTIGATOR' S NOME PT   INITIAL PT   # COMPOUND J^idostigmne 

Lietman F     M     L 09 PROTOCOL   EflMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmrnrnyy Procedures 

— ^^tSS Screening   laboratory 

~~ lb Vet f6 
History,    Physical   Exarn 

0 ObZTnWj Admission 

* OlSfitib P.O. 
5 \0JM*to -&\1. 

I cert ify that: 

1) I have carefully examined .all entries on the data collection 
forms, consisting of \J> pages, for subject *_Qfl • 

£) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

M. D. 
Investi r* s  signature dd/mmm/yy 

259 
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INVESTIGATOR'S NOME PT   INITIAL PT  # COMPOUND PygLdostigPsiie 

LAetman 
F     M     L o9 PROTOCOL   rJ^Dl2z81-Cr5133-02 

Date of birth 

MEDICAL HISTORY 

Date of evaluation £nlP / T&C / %£) Examiner 

5d"7/* ^toL&S(i3J. 
0j2/JBH/pJf print   nartte 
dd   mrnrn  yy 

jA;2_yrs 

b 

flge 

Sen 

Race 

No Yes Comments 

Allergy s 
Tobacco  Use / T£W£& /2£/O 0^ 

Alcohol   Use l/ <£ 6&>x^ £&fcfc /*&# ^x uueei&nA. 

Recreational   Drug   Use / 
"        1 

Medications   past   £  weeks 1/ 
3            £ 

Experimental   Drug   Exposure / LtiUQt     t<3f,Zfg5 

Blood   or   plasma  donor 
1/ tddt iq$3 

Prior  Surgery 1/ 

Eye,   ear,   nose,   throat iX 
Endocrine(diabetes, thyroid) 1/ 

C-V   (heart   murmur,HBP) 1/ 

Pulmonary   (cough,asthma) 
\/ 

Hepat it is,gastro-intest inal 
/ 

Benito-urinary • 
Musculoskeletal 1/ 
Neuropsych i at r i c 1/ 

Pesticide/herbicide   use 
1/ rfn pete, r/o iHSectiwli cu*. . 

Other •/ r 

260 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND Pxo^k?atLgmoe 

Lietman 
F      M     L oci PROTOCOL DflMB_lZda5r.C=5133-02 

PHYSICAL EXAMINATION 

dd   rnrnrn   yy 

Temperature Pulse Respir Blood   Pressure Height    (cm) Wt.(kg) 

-a&jh: _  <^5_/rnin J @/min / / ^/^<r LS2~.o<> ?-& .5 

(check) 

GENERAL   EXAMINATION: 

Provide  details   of   abnormalities Nor. Abn. 

Head/Neck S 
EENT •" 

ftu/ LjMffratLttCrtseoetiQg ptAJav*, pha.Ufrvk  ftuv Ctentihen. 

Chest,lungs 1/ — 

Heart «/ 

Abdomen 1/" 

Genitalia A Z) 
Rectal / 0 
Extremit ies 

1/ 
• 

Skin •* far* M/4  nw 
Neurologic 

l/ 
Ltfct  K,A^xdiitL 

CHEST  X-RAY 
Date 2Q_/dto)L/£P 

NORMAL ^p ABNORMAL Describe abnormalities: 

Small (MjfcipJaL qi&'>vbd<n>nd&   t»* £*gS <y?£o 

Examiner •c%£*<P 

pr i nt   name     ^-^ 

261 
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INVESTIGATOR' S  NAME PT   INITIAL PT  «* COMPOUND Pyridostigpiine 

Lietman T. & 5. 
F     M     L 0*j PROTOCOL nAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

J 

Date 
ddmmmyy 

\0 $M 3b 

Start   drug  admin- 
i st rat i on   (0-2400) 

0940 

End drug admin- 
istration (0-2400) 

1005 

Route 

IV 

Bottle 
I. D.    # 

A 
KM + Wfuh - 42- ft Hi V  +u*f   #i*4 «>*$*.   ,       DOSAGE    (total) 

m.fuUj,, -*W *** *W» CVUrv. 
PLASMA CONCENTRATIONS 

/,33rm£. 
% 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD 

/06-JML 
RBC 
ACHe 

uM/ml /rnin 

B01,B47 0 
\0JfiyJBk; oQ4o 094-O 

801: rj.lt. B47: ft $5 

B02 0.08 i< 0445 0Q4S B02:4# 

B03 0. 1G /i 0Q5o 045o 603: 2,fJ 

B04,B48 0.25 a M& 0Q5S B04: )$£ B48://,f? 

BOS 0.33 ii 1000 IOOO B05i^9 

B06 0.42 >i 1005 10 06 B06:/g.3 

B07,B49 0.50 n /DIG mm BOTl&g B49:^( JO 

B06 0.58 it 10/5 iQ\h 
B08:/4o 

B09 0.66 H IbQiy inao B09s().^ 

BIO,B50 0.75 ii 
/oaf 109,5 B10«C),/Cj B50:^. 5_^ 

Bll 0.63 ii 
lo3o 1030 

BllsW? 
B12 0.92 u 1035 1035 

B1Ztl(c3 
B13,B51 1.0 ii 

I04o (o4o Bl3«U* BZlt/frJtf 

B14,B52 1.33 H lino 1/00 
614:4^ B5£: iQ.Sl 

B15,B53 1.66 U ii2o t/ao BIS«/.*/ 
B53: /),Q$ 

B16,B54 2.0 h //4c 1140 B16: %% B54:   jj,& 

B17 2.5 (1 17*10 l&IO B17:^/ 

262 N^r</mtliUA\ 
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INVESTIGATOR'S NAME PT   INITIAL PT  « COMPOUND PyridostigmLne 

Lietman 
F     M     L 

0<j PROTOCOL  •® 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIBMINE 

Study 
Day 

Date 
ddmmmyy 

Start  drug  admin- 
istration   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

f lOjfid&o DQ40 /DOS IV bW 
I 

DOSAGE (total)   L-Z5^2H£j 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

BIS,B55 3.0 lOJJMBb l2 4Q I&40 B18:  xrt B55:/2fl? 
B19 3.5 l! Id/D l3>lo B19: + 

B20,B5G 4.0 I| iMfi 1540 B20: J£ B56:^5f 

B21 5.0 ll 1440 i44o 821 "* 

B22, B57 6.0 /I l$4o 1540 B22:^ B57,/3J^ 
B23 7.0 II Ib40 Jb4o B23: ± 

B24 6.0 II mo 1140 B24:   *, 

B25 10.0 II t440 \Q4o B25: ^ 

B2& 12.0 ft /LI 40 3il4o B26: N£ 

B27,BS8 24.0 MJ/Ulflfe DQ4D 0440 B27:  ^ 858 •/;.?/ 

* J^i^U/ OXLOA^ AtsrvtiC&aMt^ 263 



page  6  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND     Pyrirlr.sH£FTTJn0 

ULetman <Z. *L 5. 
F     M     L o<j PROTOCOL J^MD_17Qa5rC-5133-02 

NEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day     < 

Date 
jdrnmmyy 

Start   drug 
istrat ion 

admin— 
(0-£400> 

End  drug  admin- 
i st rat i on   (0-£400) 

3oute Bottle 
I.D.    * 

6 to5M 8b 0^40 10 05 IV vift 

o <&. CUJ&^V^ iu~^^ 

DOSAGE   (total)           1 • O^/nrt\y^_• 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock  Time 

(0-£400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bprn 

Hand 
Grip 

Coord 
Test 

0 10 JM $0 0Q4c 0Q4C *4o $nj /•ii # 0/L. iAA/<*i* 

0.8 << 0Q4f> M45 
«^A  

0. 16 i, 0950 cQS) 
0. £5 ii 0955 C$55 «cfo 
0. 33 II /Don 1000 
0.4£ ii i005 /COS 
0.50 l| in 10 IO/o «tb *1d    ~il * OK- drrl^t 

0.58 it to 15 lo/b 
^A^~-^ 

0. 66 li /o9o JO^O 
0.75 II IQ2S fo25 *6o 
0.83 i| /03o /o3o 
0.92 h /o3S lo5S 
1.0 (l it)4b 1040 *(oo *&hz 
1.33 [\ 1100 lioO *b8 bC/**- 

1.66 U (iJO 1120 «8o 
£.0 (I 1140 ii 4-0 «W * Al/jq. 
£.5 // 1210 i?-io J-R., 

264 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND _^Ili^stiapine 

Lietman cr £   5 
F     M     L O^j PROTOCOL    DAMD 17.-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
i st rat i on (0-2400) 

Route Bottle 
I.D.   # 

6 ioM8b 0440 I'00 5" IV mPr 
1.3* DOSAGE   (total)       'COZ-jUl^l 

PHYSIOLOGIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock   Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

tL6- 

Coord 
Test 

3.0 loJ\l^b 1^0 I Mo *ld~ 
3.5 •     1/ /3/0 IZIO 
4.0 it \U0 Mc *fo *AJSH 
5.0 it /44o mo 

c^' 

6.0 ii (f*4fl )64o •ft riDfl7i-J 

7.0 II Ib40 lb4o *L/^ 

8.0 II mo i?4o 
10.0 u mo fi4c 
12.0 it JX\Ao d\M 
24.0 

ff^JAiO sto 0040 mo *n hJ& * OIL* 
c^h~^ 

265 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND Jb^^stigmjjTe 

Lietman F      M     L of PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
istration (0-2400) 

Route Bottle 
I. D.    # 

Jfcl QjMiJM        0&4-O L&U1 PO 
¥\<PC 

i)    /(j/yinft' DOSAGE (tota 

PLASMA C0NCEN1 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD 

lOGyW 

RBC 
ACHe 

uM/ml/rnin 

B28,B59 0 CfJfaSfc 06II 0%ll B281 ^ B59:/^•%> 

B29,B60 0.25 I' Of&S 0666 B29: -jjf- B60:/«? 
B30,B61 0.50 1/ o9io 09l0 B30i^al- Bei,Q-03 
B31,B62 0.75 0935 D9a5 B31s3.95" B&£: jlS) 

B32,B63 1.0 tt 0Q40 094-0 
B3£:4.o/ B63: 11-35 

B33,B64 1. 33 |; 
lODO inno 

B23i5Ah BG*'-fl,op. 
B34,B65 1.66 fl loao Io2o 

B^-'Lo\ B65: jb,qi 

B35,B66 2.0 II loAo )n4o B35: AQl B66s/tf,S? 
B36 2.5 II II lo Hit B36: ^ 

B37,B67 3.0 
II 114-6 n4o B37:^, B67:10-35 

B38 3.5 II \2tO 1210 
B3B:5,0D 

B39,B68 4.0 1/ \24o 1740 B39: ^fi B68.: £ Cjg 

B40 5.0 // iUo IMG B^O: £, tf 

B41,B69 6.0 II i44o 1440 
B«liZ/l BGSijOffi 

B42 7.0 If 1540 154% B42. /,# 

B43 8.0 1, \k4o \io4o B43:_£, B69A: n^l 

B44 10. O 11 IMO m B44: £ ll . ?t 
IFTdLfro^- OtO^Xci 266 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND -Pyridnstlgnane 

Lietman 0" #    S 
F     M     L 

06j PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddrnrnmyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
istration (0-2400) 

Route Bottle 
I.D.    # 

% 0?JM& OHo hK^O PO 
l^jft- 

(to DOSAGE    (total)       I~_£C04L'_ 

PLASMA CONCENTRATIONS 
page   2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddrnrnmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B45 12.0 rxM <fo AoAo £o<kj B45: jb 

B46,B70 24.0 MtfJtlo oZ4d OUa B46: -3)r B70iM3 

»•. 

+ M JUJ-OJ^A a   /Qt/. iJCuilJ HAM. T * : ibi 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND  PxdLdg§tigmne 

Lietman 
F     M     L O^j PROTOCOL  DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   adtnin- 
i st rat i on   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    * 

* o? j?w iio ^4o mo PO Mft 

l(0. DOSAGE (total)  __JLJ*!ZTD£.L_. 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bprn 

Hand 
Grip 
L/R 

Coord 
Test 

0 flfrjtolft 0%O 0€02- 
#H *te/^T * of- 

0.25 ti nf&> f)S66 *Nob1 mi ~~ 

0.50 n O^lo OQio *(co *&/,n *»- 
0.75 |l was 043.5 *(tf 
1.0 I'- M4o 0^40 •fcf *m\& 
1.33 ll 

ICOO 1000 *$% 

1.66 li lo^O 10A0 *4$ 
2.00 l\ tc4o /o4o *& *4<i/¥i 
2.5 li inn li 10 
3.0 U H4o 114-0 *(oQ 
3.5 II ifto |3Ju 
4.0 h mo 1240 *M %>!& 

5.0 a iHo Mo 
6.0 (/ Mo (440 *?o **fe4 
7.0 H \64o i&t 

/   ' 

8.0 1: lfe>40 MO 
10.0 l| l£4o mo 

268 
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INVESTIGATOR'S NOME PT   INITIAL PT  # COMPOUND JP^^stigjoine 

Lietman F     M     L of PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnrnyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.   # 

£ MJhHtfb OHo DS-HO PO K\fr 

\kt DOSAGE (total)   lJL.£tD&- 

PHYSIOLOGIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 Oftftftlft QD4-O 3i)4o •go 
24.0 MM & o$4o o%4o *1b *&U\ at- 

269 
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INVESTIGATOR'S  NOME PT   INITIAL PT   # COMPOUND     Pyridos tigrri ne 

Lietman 
F     M     L oi PROTOCOL     DftMD 17-85-C-5133-02 

ory T]nhrw jfap&n*) )J^LfiJ'(^^ 
CHEMISTRY VALUES 
Laborat 

Screen Predrug r N 4fo 

TEST:NORMAL ddmmmyy 
QhM.8k 
ddmrnrnyy 

tftMlk 
ddmmmyy ddmrnrnyy ddmmmyy 

NA:135-148  MEQ/L \JA I4I i3S im 
K: 3.5-5.0  MEQ/L 4-.I 4.? 4.* 4M 
CL:96-109  MEQ/L HI /04 10^ io 5 
COS:24-30  MEQ/L M 5/ £J £5 
SUN:l£-£5  MG/DL IS /3 1+ /* 

CREAT:0.4-1.5  MG/DL \,% h7* 1.4 J.3 
GLU:70-115  MG/DL 14 M lo 1^ 
T.BILI:0.3-1. 2MG/DL o.f 0.3 0.9 O'T- 
D.BILI:0.1-0. 4MG/DL O.I 0.1 0.1 o. 1 
CA:9.0-11.0  MG/DL q.> 9.9 Q.5 10.2- 
P04:3.0-4.5     MG/DL MP 4.1 3.? 4. 1 
URIC  A:4.£-8.8MG/DL 5./ 4.5 5'/ 5-4 
T.    PROT16.0-8.5G/DL fc.<? J.O AJD tiD 

ALB.:3.£-5.3  G/DL 4.1 t-d> 4.5 4.5 
AST:0-35   IU/L 56 it £4 £o 
ALTi0-30   IU/L 

/fr i* Ito (3 
ALK  PH0S:0-95   IU/L W & (t>5 b4 
CHOL:151-268  MG/DL c/j) HD IQ1~ Aio 
LDH:0-£00   IU/L Wi (95 Aft 1^0 
CPK:0-160 U/L(male) WD %*>%5 Mi ^0 396 

Study 

Date 
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page   12  of   15 

INVESTIGATOR'S NAME PT    INITIAL PT   # COMPOUND Pyridostigptine 

Lietman 
F      M      L OCf 

PROTOCOL DAMD 17-85-C-5133-02 

Laboratory iJ^^L^^6^^  jU*«2fd>^ 

Screen  Predrug 

TEST:NORMAL 
-lift— 
ddnimmyy ddrnrnrnyy 

LQj&Lfik 
ddrnrnrnyy ddmmmyy ddrnrnrnyy 

NA:135-148   MEQ/L 1% 
K: 3.5-5.0   MEQ/L 4.0 
CL:96-109  MEQ/L /o5 
C02:24-30  MEQ/L ,54 
SUN:12-25   MG/DL ffo 
CREAT:0.4-1.5   MG/DL 

/•? 
GLU:70-U5   MG/DL io4 
T. BILI :0. 3-1.2MG/DL 0-4 
D.BILI:0. 1-0. 4MG/DL A/ 
CA:9.0-11.0   MG/DL <?,5 
P04:3. 0-4.5      MG/DL 3.5 
URIC   A:4.2-8.8MG/DL £/ 
T.    PROT:£.0-8.5G/DL 7-4 
ALB. :3. 2-5. 3   G/DL 4.* 
AST:0-35   IU/L 

f 

»? 
ALT:0-30   IU/L at 
ALK   PH0S:0-95   IU/L fc5 
CH0L:151-2&8   MG/DL ob.< 
LDH:0-200   IU/L tod 
CPK:0-160   U/L<male) aw %4 

Study 

Date 
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INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND    Pyridostigmine 

Lietman 
F     M     L 0f PROTOCOL DAMD  17-85-C-5133-02 

HEMATOLOGY VALUES 
Laboratory   (MU&A J&tU&MA jkH^f^cJL 

Screen Predrug 

TEST NORMAL ddmmmyy ddrnmrnyy ddmmmyy ddmmmyy ddrnmrnyy 

Hgb 13.9-16.3 \S, \ IS.* ihl /6><o i5^ 
PCV 41.0-53. 0 Vt-d- 44,1 4$.l 41? 45.1 
Pit 150-350 m %7{Q Z32- 9A3 d>3$ 
RBC 4.50-5.90 4.n 4.W 63* £,Z2- 4-95 
WBC 4500-11000 %4C0 1400 (t>50Q &9oo 3?OG 
Bands £-6% 4 io X 4 V 
Polys 31-76% irt ?/ 43 53 5$ 
Eos 1-4% 5 ^ 5 3 / 

Bas 0 0 / i / 

Lymphs 24-44% 
ft 16 3> cQL d?f 

Atyp   Lyrn o 0 0 1 o 
Monos 2-11% (0 Q> u fr X 
Other 0 0 o o o 

Ret ics 0.5-1.5% l-> t.6> 6.? 0,5 b. * 

Study 

Date 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND  JlYHi.'dostignine 

Lietman 
F     M     L 

0<j PROTOCOL   DAMD 17-85-C-5133-02 

URINALYSIS VALUES 
Laboratory Q^ihjULjJW^U^ U&*Xf»4t 

Screen Predrug 

TEST                    NORMAL ddmrnmyy ddmmrnyy ddmmrnyy 
io M ft 
ddmmrnyy ddmmrnyy 

Color/Ap AfO MMI) ifottilf QJjUUb 
Sp.    Gr. \-o\$ 1.033 

\1 

[,*n 
PH 

te.fi h* M Ip.t 
Protein \dty - MOf M fierce, 
Ketones 0 

ULGr 
i 0 

AM \nPti 
Occ     Eld 7 J 

Bili. 
(1 

nk 0 
Wof 

RBC 
/ 

J 
Jd 

1 
Jd ^ 

WBC 
PT Of 2? Jd 

Casts J2T # # Jd 
Epi.   Cel 

% * Jd a 
Crystals Jb Jd Jd Jd 
Bacteria 0 f jd 8 

Study 

Date 

ELECTROCARDIOGRAM 

Date 
ddmmrnyy 

NORMAL 
check 

ABNORMAL 
check 

Describe  abnormalities 

0£0/W %\Q / 

OiJ^lio 
«/ 

a-*/s   sLJhJ AJJJJI/DMAJ 

ii M & / 
¥                                 $ 

w       f     Y                  ~j 
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INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND Pyr-iA^Hgnring 

Lietman 
0  £  5 
F  M  L 01 PROTOCOL DAMD 17-8£-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred M 
ADVERSE ONSET CESSATION SEVERITY REL'N TO ACTION 
EVENT (Date/Time) Date/Time (Check) TEST DRUG (Check) 

ti • • • 
dd mmrn yy dd mmrn yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

# • • • 
dd mmm yy dd mmm yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

COMMENTS   (Indicate  ft   and   event) 
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page   1   of   15 

INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND   Py^y°stigmne 

Lietman 
W_  H_   M. 
F      M     L UO 

PROTOCOL   DAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmmyy Procedures 

  OSKFMW* Screening   laboratory 

— 023ht^dr History,    Physical   Exam 

0 ObS/rifts Admission 

£ OldftflSb pc 
} lOcrflt^ I\l 

I cert ify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of 1_^1_ pages, for subject #_Q/ Q*". 

2) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

2(//^/7 
Invest igato dd/mmm/yy 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   PxEL&Stigpriiie 

ULetman tL L 01 
F     M     L £\o PROTOCOL   n^Dl2-§5.-Cz5133-02 

MEDICAL HISTORY 

Date of evaluation Q&/<J}}*/£(p 
dd mmm yy 

Examiner 

Date of birth 

Age 

Sex 

Race 

dd mmm yy 

JL 

• i nt name pr: 

No   Yes   Comments 

Allergy 
l/ 

Tobacco Use 
</ 

Alcohol Use 

Recreational Drug Use 

Medications past 2 weeks 1/ 

llMMrtuixty - Jud. * Sim acp 
Experimental Drug Exposure / 

Blood or plasma donor \S 
Prior Surgery 

Eye, ear, nose, throat 
i/L 

Endocrine(diabetes,thyroid) 1/ 
C-V (heart murmur,HBP) (X 
Pulmonary (cough,asthma) 

-Ul 
Hepat it is,gastro-intestinal z. 
Gen i t o—uri nary 

l/ 

Musculoskeletal 1/ 
Neuropsych i at ri c y 

Doa cashed foe. \-\?At> » 7 n«i3K"3$« * fco pir. 
Pesticide/herbicide   use 

Other 

1/ 
u/ 

residence bid- *y did. nc^ <& 4*m vutntouu\ 
ILc 1 

V 
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INVESTIGATOR'S   NOME PT   INITIAL PT   # COMPOUND PxKiitoatigpaiie 

Lietman ^L iL en. 
F      M      L t\0 PROTOCOL DaMD_lZd25r£::5133-02 

PHYSICAL EXAMINATION 
Date  (&/JhN/(fo 

dd   mrnm   yy 

Temperature Pulse Respir Blood   Pressure Height    (cm) Wt. (kg) 

-J&.Ac - wfflin _l(&/min 110/ *f-o _ /J?4 .0 W.Q 

(check) 

GENERAL   EXAMINATION: 

Provide   details   of   abnormalities Nor. Abn. 

Head/Neck \S 
EENT y tfl/U-U Asymmetric a*U  deviated. +o jte-ft. 

Chest,lungs i/ 

Heart y &H. Sho#+ sys-h>/it -flow  /Hu/Lmu/L 

Abdomen s 
Gen i t a1i a 

K 'n 
Rectal 

A \D 
Extremit ies y 
Skin y To. -ho (E) -fh zea gmy   sc a. xs(K) anfeeo (ai?*^ C hest 

Neurologic y 

IE8T\X-RAY    _. 
»te OjLtQML/$k> 

NORMAL X ABNORMAL Describe   abnormalities: 

Examiner 

print namej 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND Pyridostigmine 

Lietman UiJLtfL 
F     M     L DIB' 

PROTOCOL nftMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

/ loMtib M5o If^O 
IV 

«# 

iW DOSAGE (total)   li^fin^ 

PLASMA CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID03 RBC 
ACHe 

uM/ml/min 

B01fB47 0 IDM fo 0Q4X M<S B01 ijt i47,/3.^ 
B02 0.08 II M55 0^65 

B02s9s.^ 
B03 0. 16 II ICCO IDOO 

B03s^3 
B04,B4S 0.25 II inCS IOO 6 B04: 39^ M,/0.3<f 
BOS 0.33 h 1010 1010 B05H.cl 
B06 0.42 II iciS to IS B06:£},£/ 

B07f B49 0.50 a 10^0 11)24 W>7i^4 B49:^^3 

B06 0.58 II mzz lo£S B0BilU 
B09 0.66 u loZn lOdo B09s5:32 
BIO,B50 0.75 

H \oi5 loZ5 
Bl0*4,7? VSOt<j.fr 

Bll 0.83 II 104-0 I04o *"*3,& 
B12 0.92 H ID45 irA6 

B12«3.^ 
B13,B51 1.0 H I05o (06o 

B13««W B51ST% 
B14.B52 1.33 u tilO liio B14./,^ Bsai/ctf 
B15, B53 1.66 tl Ubn ilio B15:^ B53: jO.dY 

B16,B54 2.0 
ii \\5o \\6o B16:^ B54s /G*f? 

B17 2.5 U \Uo \?90 B17:^ 

-% JWXVUT CUKKU7  Siyrv; 
4IZ 



page  5  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND Pyridostigmiie 

Lietmatn tiL £L til 
F     M     L )\0 

PROTOCOL  DA"0 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
istration (0-2400) 

Rout( Bottle 
I.D.    « 

6 lojtoife 0^60 \D2H 
IV K\Pr 

% 

DOSASE   (total) '* t><^(\tJ^' 

PLASMA  CONCENTRATIONS 
page  2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock Time 

(0-2400) 

Actual 
Clock Time 

(0-2400) 

CPYRID03 RBC 
ACHe 

uM/ml/min 

BIS,B5S 3.0 
Iflifrj %\t> &5o \ZSo BIS: jL B55x/£ QQ 

B19 3.5 (t iZZo IdJo Bi9t Mi 
B20,BS6 4.0 II \i6o \b5o B20: ^ B561/7,5? 

B21 5.0 U /45o mo B21i  ^ 

B22, BS7 6.0 // 1650 1650 B22: ^ B57i/J.3o 
B23 7.0 l| \io50 lb£o B23: ^ 

B24 6. 0 d l?5o rt<5o B24: ^. 

B25 10.0 \i mo M60 B25:  ^ 

B26 12.0 11 At 50 2\$) B26:   ^ 

B27, B58 24.0 ftjwii 04 5 0 (A60 B27t j£ B3BI/J.& 

-^ JOJiour aoooa- /QMU 
279 



page  6   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   « COMPOUND JP^adiiQstign&ne 

Lie Lilian Vi/. Ji Ql 
F     M     L 0/0 

PROTOCOL JMMDLl7Qa5.=C-5133-02 

MEDICATION RECORD 

STUDY:IV PYRIDOSTI6MINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

£ toIto)fa 09 5 O /O^o IV tOft 

DOSAGE (total) /.3a £S$- 
PHYSIOLOGIC VARIABLES 

^ •  Sk^kw^ \^_ <^^ ,-^-J^JU-^.    rr~~t\  (-orAu*—I      O-'Oe, ~^H ^ ^ -3      t^£>_V^_ 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 /oX/w fL OQ43 0Q4& *&) •ot^fQo 
# ot~ 

0. 8 i~&^ 

0. IS 

0.25 H in 06 IC05 *n 
0. 33 

0.42 

0.50 V I02C 10^0 «v? iQdq&l * CfL 
0.58 

/ 

0.66 

0.75 II in 25 1035 *fo 
0.83 

0.92 

1.0 II 1060 I05o *n cMf3z> 
1.33 It II10 1110 *M jLb-S 

1.66 h II20 n30 *<to 
2.0 (1 li 50 ft 50 *% * 4C.ln 1 -A1)!,*,* 
2.5 *£ 

280 r 



page   7  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  « COMPOUND Jboiifcstiamne 

Lietman 
F     M     L 610 

PROTOCOL J24©_lZ-_8IbC-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

3 IGJM $b 0150 10^0 IV m 
1.35, DOSAGE   (total)       L'JiJrJiDS 

PHY8X0L0GIC VARIABLES 
page  2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3.0 
IOJPIMSIO l25o /a&> *?v 

3.5 *+• 

4.0 
10 Tfihifo 12>5o t35o *q-4 %tf^5 

5.0 a^^ 

6.0 io3h>fo t&So (&5o *fo iJdi' r&*3 

7.0 <&~ 

8.0 

10.0 

12.0 

24. o(& %3M% 0Q5o o95o *bo 
#^A * CC- 

^- 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND ^yrxdostt^ape 

Lietman 
lAittffi 
F      M     L OIL) 

PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

9~ 01M% ow? 0%^ PO v\fr 
lie DOSAGE    (total)        \J£JO£££L. 

PLASMA CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B26,BS9 0 MM tilt oei5 Cfcfa B28:   %. B59://. 5/ 

B29,B60 0.25 u MM W66 B29:   .v. B601 //. 02- 

B30,B61 0.50 
i/ 0913 MJ3 B30:   ^ BGli fa ft) 

B31,B6£ 0.75 // MM cf\n B311^.33 B&Z'-/o-35 

B32,B63 1.0 \\ /)Q41 m°> ***--ui 863 '10-21 

B33,B64 1. 33 <? \oo2> \0bb B33:3-<?^ B64:<?, 75 

B34,B65 1.66 l| !o^3 lote B34:3,5^ B65: Cj 35 

B35,BG6 2.0 1/ 1041 \o42> 635:4^ B66i^.£p 

B36 2.5 It 1113 (\\% 
B36:^5i 

B37,B67 3.0 II (143 1143 B37:^ B67:/,^ 

B38 3.5 U art 19113 B3BiU2 
B39,B68 4.0 <i art \M B3gs5,W B68!^3 
B40 5.0 h 1343 m B40«57( 

B41,B69 6.0 i, 1443 1443 B41:^,£)/ B69l/0,<2? 

B42 7.0 l| )SW \m B42:^.^| 

B43 8.0 ll \\M Mi B43:   £ B69fl;^/ 

B44 10.0 i' Ml \m B44:    $T /0.$b 

*& X^O-OLT OXiQ/Cutf' ^ynQjd^ujt^  282 



page  9  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND -Pyrittostigno-ne 

Lietman 
F      M     L Dio 

PROTOCOL ElAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

9k D* J&N Ho DM3 &S43 PO X))^ 

1(0 DOSAGE (total)  ___JJ±_i22!k£: 

PLA8HA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock   Time 

(0-2400) 

CPYRIDO: RBC 
ACHe 

uM/ml/min 

B45 12.0 o?jto)SLj c30<B £o43 B45: \u 

B4G,B70 24.0 O0MW^, 0»3 DQo5 B46:   vt B70v//2 

*JUi faw~ Cm lOcu/  / ItoOAicfrm. t{ 
283 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND  Pxri&StigHine 

Lietman *L/£J!L 
F     M     L bio 

PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

* OlJMfo m1? 09>*\*> PO OlA 

/6 DOSAGE (total)   Ll^.^22^ 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock Time 

(0-2400) 

Actual 
Clock Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 
OMfoMo otof 09 0$ #?6 *Ws5 

0.25 ii nZ5? D$3f *?4 
0.50 it OQiS 0915 *k? fe/W * c<- 
0.75 i/ oQaz o9J? *?# 
1.0 •i 0913 0 943 *bl •&/& 

1.33 (i 
too* /0Q3 *?0 

1.66 i< IG£3 /o£3 *&0 
2.00 u mil /'o43> *(c4 •&/& 

2.5 

3.0 n //43 t/4% •fa 

3.5 

4.0 n 1243 /Ml *?a •&kt 
5.0 

6.0 a /<m 1443 *?A %3& 
7.0 

8.0 

10.0 

284 



page   11   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND _?X?^dosti^riiie 

Lietman F     M     L }/0 
PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End  drug   admin- 
istration   (0-2400) 

Route Bottle 
I. D.    # 

X rtsmtfo 0di3> ms PO m 
l<0 DOSAGE (total)   L-JOCQQ-.-- 

PHYSIOLOGIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 oW&) 3D43 •MD 
24.0 omtizb OZ43 o9o5 *(QQ %g£* # 
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INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND Pyridos tignine 

Lietman \tL \L (XL 
F      M     L 5/o PROTOCOL DAMD 17-85-C-5133-02 

Laboratory^^Lkl^i^^'   Ih^cLJU 

Screen Predrug 

TEST:NORMAL ddmmmyy 
QbJMJfa 
ddmmmyy ddmmmyy ddmmmyy ddmmmyy 

NO:135-148   MEQ/L 14 > /3ff 136 132 
K: 3.5-5.0   MEQ/L 4.? 4-5 5.0 x. f 
CL:96-109   MEQ/L M (c4 w /of 
C02:24-30   MEQ/L lu Jtf & 

£ 5 
SUN:12-25   MG/DL 10 /4 <j H 
CREOT:0.4-1.5   MG/DL \,o l.O 1.0 /• / 

GLU:70-U5   MG/DL 
<rt ?/ 16 (f/ 

T. BILIlO. 3-1.2MG/DL OS 0-? 0.1 D-0> 
D.BILI:0.l-O.4MG/DL o.\ 0.0 o.i ^/ 

C0:9.0-11.0   MG/DL Ib.o 10.0 w /o<i 
P04:3. 0-4.5      MG/DL 3.k %.o 2-1 4, / 
URIC   0:4.2-8. 8MG/DL *.b 5.5 &6 5,5 
T.    PR0T:6. 0-8. 5G/DL 4.U -}-b 14 iVZ> 
OLB. :3.2-5. 3   G/DL 6-1 44 4-1 ^/ 

0ST:0-35   IU/L M % 34 3<P 
0LT:0-30   IU/L 35 2% »1 ^ 

OLK   PH0S:0-95   IU/L 4o % 33 59 
CHOL:151-268   MG/DL A)D HO An <?3k 
LDH:0-200   IU/L HV )V\ ffl M ISO 
CPK:0-160   U/L(male) 

AID >tf I'M WO 9* 

St udy 

Date 
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page leAof 15 

INVESTIGATOR' S NAME PT   INITIAL PT   # COMPOUND Pyri dos t i gnrine 

Lietman OLIi-TA 
F      M      L iio 

PROTOCOL DAMD 17-85-C-5133-02 

CHEHI8TRY 
Laboratory QdUz) 3kjp&£4 JJ^of^o^ 

Screen  Predrug 

TEST:NORMAL 
4A. 
ddmmmyy ddmrnrnyy ddmmmyy ddmrnrnyy ddmmmyy 

NA:135-148  MEQ/L 
f 139 

K: 3. 5-5.0  MEQ/L -?,.5 
CL:96-109  MEQ/L io5 
C02:24-30   MEQ/L £5 
SUN:12-25   MG/DL £o 
CREAT:0.4-1.5  MG/DL 0,9 
GLU:70-U5   MG/DL ?* 
T.BILI:0.3-1.2MG/DL 1 0.5 
D.BILI:0.1-0.4MG/DL | CO 
CA:9.0-11.0   MG/DL 9,b> 
P04:3. 0-4.5      MG/DL 4.1 
URIC   A:4.2-8.8MG/DL 1.9 
T.    PROT:6.0-8. 5G/DL ?.5 
ALB.:3.2-5.3   G/DL +J 
AST:0-35   IU/L H 
ALT:0-30   IU/L 31 
ALK   PH0S:0-95   IU/L 35 
CHOL:151-268   MG/DL <9>Jo 
LDH:0-200   IU/L i 

1^1 
CPK:0-160   U/L(male> 1 1 20bo 3o9o 

St udy 

Date 

287 



page   13   of   15 

INVESTIGATOR' S   NAME PT   INITIAL PT   # COMPOUND    Pyridostigmine 

Lietman W_   it 01 
F     M     L ye PROTOCOL DAMD  17-85-C-5133-02 

ory (^AdL2.Jj^2^C^^   jj^lulcj^ 
HEMATOLOGY VALUES 
Laborat 

Screen Predrug 

ddmrnmyy ddmmmyy ddmrnmyy 
Q£3bi%£ nJhiOfto 

TEST                   NORMAL ddmmmyy ddmrnmyy 

Hgb 13.9-16.3 15. > 14.7 /*& 15 1 134 
PCV 41.0-53.0 44.5 40,5 43.4 45 5 3<!.<? 
Pit 150-350 934 <4/5 Sof ^ l 30,1 
RBC 4.50-5.90 S,49 4M 5S5 5,54 4.f1 
WBC 4500-11000 49oo k1~OQ b?oo & urn T- loo 
Bands £-6% 

/ 5 9 4 lU 
Polys 31-76* h o £>& *? fa 0 46 
Eos 1-4* o o 4 O 1 
Bas o / 0 0 c^ 

Lymphs £4-44* 30 £/ <Q*t ,15 &5 
Atyp   Lym c / 0 n 0 
Monos £-11* 9 6 Id u 10 
Other r> o o o o 

Ret ics 0.5-1.5* S/$ A/D 1. o 0<$ /<3- 

Study 

Date 

288 



page   14   of   15 

INVESTIGATOR'S   NAME PT   INITIAL 

7T 
PT   # COMPOUND   i^yR^iSPf16 

Lietman VL & 03 
M     L 0io PROTOCOL   DAMD 17-85-C-5133-02 

TEST 

URINALY8I8 
Laboratory 

Screen  Predrug Study 

NORMAL ddrnrnrnyy ddmmmyy ddrnrnrnyy ddrnrnrnyy ddmmmyy 
Dat( 

Color/flp fetlioJ ii GfaQjlr ill OL(U 

Sp.   Gr .o93 ^01^ /<p/£ U/<? 
PH fc.5 fe.0 4>.0 5:0 
Protein JtM jAQ. U$- imLJL 
Ketones 

_£L£4_ 

JIM 
ii£ mg 

Occ     Bid 

J2M. 

nj? 
^ 

Bili. 

RBC 
£ \MOl 

<G 
j £. 

^3- 
WBC 

AiUiy ^_ # J0 
Casts £L £ JL -&- 
Epi.    Cel Q £ JL -^ 
Crystals # ^2_ £L £L 
Bacteria 

& J2- 42. JL 

ELECTROCARDIOGRAM 

Date 
ddmmmyy 

NORMAL 
check 

ABNORMAL 
check 

Describe  abnormalities 

fiA ft iiflk / 

n6JM& 
ll&tofy 

•y 

289 



page   15   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND Jiyridbstigmne 

Lietman M &. m 
F     M     L OlD 

PROTOCOL   EttMD 17-8^-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred • 
ADVERSE ONSET CESSATION SEVERITY REL'N   TO ACTION 

EVENT (Date/Time) Date/Time (Check) TEST   DRUG (Check) 

# tO   Jo*  ft, to $u< fc 
fc • M 

/ 

dd   mmm  yy 

t¥lo 
(0-2400) 

dd   mmm  yy 

fibo 
(0-2400) 

Mild 

n 
Mod 

n 
Sev 

DEF. 

• 
PROB. 

POSST^ 

ri 
DEF.    NOT 

• 
UNKNOWN 

None 

• 
Treatment 

• 
Stop  test 

drug 

# D • • 
dd   mrnrn  yy dd   mmm   yy Mild 

n 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF.    NOT 

n • • 
Sev UNKNOWN Stop  test 

drug 

COMMENTS (Indicate # and event) 
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page   1   of   15 

INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND   Pyiidqstigmiie 

Lietman 
1^  JL   u 
F     M     L OH 

PROTOCOL   DftMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmrnyy Procedures 

—- 093Piti&t Screening   laboratory 

— 0%JM)X* History,    Physical   Exam 

0 l^m>&V Admission 

<2 (2>;HPT^ -CM. 
$ Itj^P^ f.o. 

I cert ify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of \J5T—   Pages, for subject # Q / ( . 

2) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

Invest igat 
<$fjL M. D. 
signature dd/mmm/yy 
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INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND PxCPlJbfitigPiJie 

Lietman Sr k  Ji 
F  M  L on 

PROTOCOL DA^12-$L-Cr 5133-02 

Date of evaluation ^/2^^3J° 
dd mrnrn yy 

MEDICAL HISTORY 

Examiner 

Date of birth 

Age 

Sex 

Race 

dd mmm yy 
print name  u 

No   Yes   Comments 

Allergy ^ 

Tobacco Use S >-L    ~  »  » P <K 

Alcohol Use y^ 3. C (V-w^> / c^.o_^\ „^    uJtjk.WLf-s^a 

Recreational Drug Use 
lr *\\ a. ~^. i eu^c—-     q "i ^- Ws 

Medications past £ weeks \y 
6       J- 

Experimental Drug Exposure L/ V\\<*-v><^<5~*r'' v-*l>cS ^~Vt* t-Jp 

Blood or plasma donor s JQ^ OC\ \C\I y 

Prior Surgery IS £ff?-K ttT*. ^n^W*^* 
Eye, ear, nose, throat ^ 

Endocrine(diabetes, thyroid) </ 

C-V (heart murmur, HBP) s 
Pulmonary (cough,asthma) S 

Hepat it is,gastro-intest inal \S 

Genito-urinary s 

Musculoskeletal S 

Neuropsych i at r i c S 

Pesticide/herbicide use •" 

Other s 

292 



page  3  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND   PXEWtoStigPSne 

Lietman ft   I   U 
F     M     L ON PROTOCOL   I}SMILlZd85r£r5133-02 

PHYSICAL EXAMINATION 
Date <2r/jA_v>_& 

dd   mmm   yy 

Temperature Pulee Respir Blood   Pressure Height    (cm) Wt. (kg) 

jsi-ji c _ ? p/min J t/min /   i  O/2Q i n  <?. d "7  7./ 

GENERAL   EXAMINATION: 

(check) Nor. Abn. Provide  details   of   abnormalities 

Head/Neck y 

EENT *S "£j!   S,  ^l«i»!»^~Vc^-^'   ^  «-«"              \^J^«         C~-   M— 

Chest,lungs s 
  

Heart s 

Abdomen S" 

Genitalia *J "^t> . 

Rectal tJ- fc. 

Extremities S 

Skin ^ 

Neurologic ^ 

CHEST X-RAY 
Date O^/^J^l.t 

NORMAL 
>- 

ABNORMAL Describe abnormalities: 

Examiner -%cD 

print name 

293 



page  4  of   15 

INVESTIGATOR'S  NAME PT   INITIAL PT  # COMPOUND Pyridostigooine 

Lietman 2L  2r_   M 
F     M     L 

8»i 
PROTOCOL •® 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmrnyy 

Start   drug  admin- 
i st rat i on   (0-2400) 

End   drug  admin— 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    « 

a \3^0"2X io\ r 1 OTST 
IV NJ*\ 

^x- l *~so  *- « ^ V- v <L*> - UO     1 S M <-f a. 

c v~«- *• *^° Jl* - O-V l1/^! * 
DOSAGE (total) 1.3^ (•$ 
PLASMA CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID03 

tiQrlvL 
RBC 
ACHe 

uM/ml/min 

B01,B47 0 *v;w^ \o .ft. B01: JJL Wi/g^g 

B02 0.08 '« 
(OiO lo^o 

B02!^l! 

B03 0. 16 i. 

V Oi. 5" \ oa r B03: |V)i(P 

B04,B48 0.25 1 v 

( Olo Io3o 
B04i3.3^ ***•/&/f 

BOS 0.33 
* t loi r loir B05sIU 

B06 0.42 <- \oLic> loVc, 
B06g33 

B07,B49 0.50 M iowr io«/ r 
B07iM2 8491/a ?£ 

BOB 0.58 « , 
\o ^ « |03" O 

BOfl!25,?- 
B09 0. 66 i« l o V S" IOS y 809:,^ 

BIO,B50 0.75 *-» 
11 OQ IIOc Bl0,i3fl B50!/^ ?f 

Bll 0.83 
*-i 1/ oS" nor Biisa,9- 

B12 0.92 *\ \ lie Ulo 
BI24B? 

B13,B51 1.0 h \\ \!f w i r 8131?^ BSli//. ^ 

B14,B52 1.33 U WIT M^r B14t^,/0 B52: //JS 
B15,B53 1.66 1, \ 1 ST ii sr B15:^Df B53: /^.^- 

B16,B54 2.0 U \z \r \3. \f B16:4(07 
B5A: I2<fi 

B17 2.5 it ^Hf uif B17:33/ 

iJLW^CttLHXAJ-. 
294 



page 5 of 15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND  Pyridostignine 

Lietman £r  J--   J± 
F     M     L DM 

PROTOCOL •® 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
i st rat i on (0-2400) 

End drug admin- 
istration (0-2400) 

Route Bottle 
I. D.    # 

2. 13 3A^4     tg !r lOVJ' IV NJA 

,39 DOSAGE    (total)        LLZ£2-Q~& 

PLASMA CONCENTRATIONS 
page  2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

BIS,B55 3.0 il^A»oft \1   \ 5" V-315- "••i^6 B55i^/p- 

B19 3.5 \, \iHr llfT B19'J.a3 
B20,BSG 4.0 •. \ui r i4ir BSQtyfO B56i/4.^5 

B21 5.0 iK i s i r is-»r B21: £0/ 

B22,B57 6.0 '« JfclS" itiS" 
B22:  ^ B57!/4 7<£ 

B23 7.0 1, n ir nir B23:    vl 

B24 6. 0 ( » i % i r ifh r 
B24:   U 

B25 10.0 u ^o\r £L$\r 
B25:   u 

B26 12.0 •* a:^ r iii r B26:   ^r 

B27,B58 24.0 
V, 

lo^' i o\ £"" 
B27:   Jf BSBi/5,^ 

-^ ^>dOAAr- fljJUU^ AJbK&d^hl- 295 



page  6  of   15 

INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND     PyriHngHgtrinP 

Lietman £ i-   H 
F     M     L fl" 

PROTOCOL   DAMP 12085=0-5133-02 

MEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

ZL \ i 3<\»J St lotS" I ow r IV V f\ 

DOSAGE (total)   L'_2f^_/21^_ 

vo^ V>^o^-tvj^c-t->^ .    V~*~-—^-   S<*—v?* 

PHYSIOLOGIC VARIABLES 

CSL-CJO^-- J.* 
Sample 

No. 
Scheduled 

Time 
(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bprn 

Hand 
Grip 
L/R 

Coord 
Test 

0 
'3 3^»0^ Ni   ft. OS Ofe *6V %:$£, «,i 

0.8 \ \ &3U=J l o Oo 

0. 16 I ( i^a 5 \c>3 y 
0.25 '. / o 3o 1 030 *&? 

0. 33 * t 

^ts^^ l o i r 

0.42 M /oVo ioVn 

0.50 i /ov r \oVs No *^/s^ •ot 
0. 58 i • 

»OS  ^ j OS Q 
0.66 -, (05T iorr 
0.75 •. 

1/ oo M oo *&$- 

0.83 • i ;/ os~ l/o^r 
0.92 'v (// o 1 1 / o 

1.0 / , 
11(5" uir *£^ "•I/re 

1. 33 'l K3r 1)3 5- *7o 
1.66 V 1/ SS~ H55 *^ 
2.0 '. i^tr ui r #1o ••JJ/S7 
2.5 ^ as<r i^.r 

296 



page   7   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND _Pxri.dostiarii>e 

Lietman ^_i   Jd 
F     M     L on PROTOCOL    DAMD 1Z.-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

2_ •2 o^a \ csii-" lo^r IV 
^ <\ 

DOSAGE (total)   U„£l!2!^S-" 

PHYSIOLOGIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3.0 
l3T}Avl8*» \3\ r \2 \ r *nc 

3.5 ». 131 y viw r 
4.0 i v iw/ r ^ir Vf *Wy/ 
5.0 '< 15"i y v r i r 
6.0 •M 111 r 14 »*" *£& *Wv^ 
7.0 ', in ir nir 
e.o 

1, \^i r is i r 
10.0 -, ^°i r 5LO\S" 

12.0 11 
^XlV a-Z^T 

24.0 l43AtO?L ioir / oi y •^ V//W *     L 

297 



page  6  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND  _&^dostigP?ij^ 

Lietman 
£. _^ }l 
F     M~  L B'i 

PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
i st rat i on   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.   # 

s lk>v&. 0>2<X*=> o^^-o PO (V & 

sO>-^_V.   E S*tH* = ^ • <bl 3 ^ 3  «Y DOSAGE    (total)        /'fr/TUft. 

PLASMA  CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID03 

W/HL 
RBC 
ACHe 

uM/ml/rnin 

B28,B59 0 K^A^et K>   &. O'S'O H B26: a- B59:/4^/ 

B29,B60 0.25 '« cos zy o%j jr B29:5,|/ B60: /zt £K- 

B30,B61 0.50 '\ 
Og S"o O £ S o 830 xm •"•/3W 

B31,B62 0.75 i , 

d>°| 0^"~ oqoy 
B31tIJ.Z B62:  //^ 

B32,B63 1.0 ii 

o°i^o e^io B32:  /Cj^ B63: fa tf 

B33,B64 1.33 s 
©^iVr, o^Vo B33:^>> 

B64: #% 

B34,B65 1.66 1 

\ O D O 1  O   D  O 8341 flfl B&S-.qtf 

B35,B66 2.0 * V lo^.o \ O^O 
B35:|P B66I0.55 

B36 2.5 *v 
] O ^'<=> \ o ^"o B36: ft (, 

B37,B67 3.0 '< lUo UClo B37:|^ B67t{D5? 
B38 3.5 i\ 

\IS~O liro B38l<7^ 

B39,B68 4.0 "1 
\ 3L^O 13L^O 

B39./;^ seBxifjq. 

B40 5.0 •v \Uo uao B40«9^ 

B41,B69 6.0 lt wao iVio B41r^.^ B6g: / 5^4 

B42 7.0 V l 5"Oo irao 
B«2l6#? 

B43 6.0 U 
|4 3-0 / fc ^Lo 

B43:5,$ B69A:/3/3^ 

B44 10.0 ll i fiP / ?3^> B44 :<jU?f 14. or 
-£ JiZElF (XQJ^OU /Q^r^Qdbu^djJ~2 



page 9 of 1! 

INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND      PyrifVyrlgmJTv* 

Lietman it Jt.  Ji 
F      M      L CM 

PROTOCOL     DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmniyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End   drug  admin- 
istration   (0-8400) 

Route Bottle 
I.D.    # 

5 1b3AH& 0?<^o o&<3-=> PO fs/*V 

JO DOSAGE (total)   'jiJJO^^l. 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B45 12.0 
lOAtOSl CJ-ACXO SLCOO B45ijL 

B46,B70 24.0 Vl"3A"& o§^o O^-O B46: ^ B70: ft C]£ 

»•. 

* Xifl AXT &0CU U/ A7/ ̂ AMAitty 
299 



page   10  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  m COMPOUND  Pxri^stigimne 

Lietman &  Js.  H_ 
F     M     L 0T 

PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   adrnin- 
istrat ion   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I. D.    * 

s \(>^v3& Ofc^Lo o% 9^> PO NJ A 

DOSAGE (total) 

PHYSIOLOGIC VARIABLE! 

l(p/mg. 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bprn 

Hand 
Grip 
L/R 

Coord 
Test 

0 !(> 3^^ tO A o t/o *5^ *    KJb 

0.25 .     «- o ? i r o   £3^ # 18 ^ 

0.50 • < &% So c>£r5~c> *  §^ # K3\) * oV. 

0.75 -• o °[ o y o ^ o r #1£ 
1.0 •« ©°1^LO r> I^LD * ")X *     MS) 

1.33 •> 
o^n O^o * 9^> 

1.66 
/ o oo / O CiQ 

2.00 -. 
/ o^c 1 o £j& #6V * M D 

2.5 11 (  o  So | o3"^> 

3.0 i^ 

Uto » IOJO 
#6V 

3.5 'i • 11 ro it ^o 
4.0 '. )   SLc2-0 I D- Z-*> *<*^ *^ 

5.0 'v. 1   3<0-2> iZQ. o 
6.0 1 

/V^ /</c2-C 
#S t m r>J a 

7.0 1 v 1$ ^ /i"ox. 
a. 0 / 

ff>3** /6<Oo 
10.0 1 

^j^ '#>0 
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page   11   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND _P^^stigppine 

Lietman F     M     L C1* 
PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnrnyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End  drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.   # 

T \h>M^&> OQ8-^ ^Q «a^> PO Kl f\ 

DOSAGE (total)  ___JJ^JLHU>__ 

PHYSIOLOGIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Act ua1 
Clock   Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 I6>A^& ^LJ£- ci-C SbC: 3-0 
*   rv'Vi 

24.0 n^uft O&LD O^S-O «<vj$ * vjb |J&* 

• 
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page   12  of   15 

INVESTIGATOR'S NOME PT   INITIAL PT  # COMPOUND Pyridostignine 

Lietman 
F     M     L 0" PROTOCOL DAMD 17-85-C-5133-02 

Laboratory IAX>-^ AVJ^WU-X.  -^Vrvs^M^ 

Screen Predrug 

TEST:NORMAL ddmmmyy ddmmmyy ddmmmyy ddmmmyy ddmmmyy 

NO:135-148  MEQ/L m 3. »** 1 \H^ 74/ 
K: 3.5-5.0  MEQ/L M3 H.*4 *i.T 4./ 
CL-.96-109  MEQ/L lo«* lo*7 ) a foV 
COS:24-30  MEQ/L D 3 Q*f \ °\ ^fe 

SUN:12-25  MG/DL \^. ^ »3 l 5 
CREAT:0. 4-1.5  MG/DL I.I ».*! 1. ^ l.V 
GLU-.70-115  MG/DL 

^ i o3 fc 3 k5~ 
T.BILIiO. 3-1.2MG/DL CD.y o-V o.n KJ ^ 

D.BILIxO.1-0. 4MG/DL 
o. ) o. o D.I 0 . / 

CA:9.0-11.0  MG/DL <n.l ?•<? <?. 4 °l.9 
P04:3.0-4.5     MG/DL ^•o V 3 3.9 s.r 
URIC  0:4.2-8.8MG/DL ^ V ^ 9 5 / S\ J 
T.    PROT:6.0-8.5G/DL £.*/ G.\ 6. £ £.* 
ALB.:3.2-5.3  G/DL 4.£ Z.<2 *1.t V 1 
AST:0-35   IU/L 31 3 V ay 3a 
ALT:0-30   IU/L 23 •2 S a S ^7 
ALK   PH0S:0-95   IU/L *y5 Ml 5'a_ 44> 
CHOL:151-268  MG/DL KJb ^o i <?<? l*S 
LDH:0-200   IU/L N)T) 134 KJD \1°l 134 
CPK:0-160  U/L(male) fjp MV ^Ol 3^7 13^ 

Study 

Date 
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page   12rof   15 

INVESTIGATOR'S NAME PT   INITIAL PT   ft COMPOUND Pyridbstigmine 

Lietman Sr   ±Z    K 
F      M      L 

AM PROTOCOL DAMD 17-85-C-5133-02 

CHEMISTRY VALUES LMtniBIKT  VHLUtb      . .   . x.      .ft 

Laboratory Q^t^lr^^^Asfi^--^    "Tioa^c.Sk_V . 

Sc 
KJ.-A. 
reien Predrug 

TEST:NORMAL dcjeyirnyy ddrni unyy ddrnmrnyy ddrnmrnyy ddrnmrnyy 

NA:135-148   MEQ/L /*<y 
K: 3.5-5.0   MEQ/L ) H-H 
CL:96-109   MEQ/L 1 1 )oL 
C02:24-30   MEQ/L [ 3 6 
SUN:12-25   MG/DL K)> 
CREAT:0.4-1.5   MG/DL 1.3 
GLU:70-115   MG/DL 7 8" 
T. BILI :0. 3-1.2MG/DL o.9 
D. BILI :0. 1-0. 4MG/DL- o.y 
CA:9.0-11.0   MG/DL q % 
P04:3.0-4.5      MG/DL ^.i 
URIC   A:4.2-8.8MG/DL <r 1 
T.    PR0T:6.0-8.5G/DL "7. / 
ALB.:3.2-5.3  6/DL 4.*/ 
AST:0-35   IU/L 3 3 
ALT:0-30   IU/L 3^ 
ALK   PH0S:0-95   IU/L 44, 
CHOL:151-268   MG/DL /9^ 
LDH:0-200   IU/L '33 
CPK:0-160   U/L(male) i O^o 

St ady 

Date 
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page   13   of   15 

INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND    Pyridostigmine 

Lietman & ±  ±1 
F     M     L 

o'\ PROTOCOL DAMD  17-85-C-5133-02 

HEMATOLOGY 
Laboratory _ ^c•d_ A-Wwwo ~\w^" X.- 

Screen Predrug 

TEST                   NORMAL ddrnrnrnyy ddmmmyy ddmrnrtiyy ddrnrnrnyy ddrnrnrnyy 

Hgb 13.9-16.3 \H.l 14   3" \ S~.S \0^ 
PCV 41.0-53.0 ^/.? ^•1 ^•7 |0^ 

Pit 150-350 a^l .QJ5 V 3&^r N 0 
RBC 4.50-5.90 

1-3^ 6/. ^ </-£* io3> 

WBC 4500-11000 n°io^ n ^6o ^30-^ k)$ 
Bands £-6% s s* 4 Kjb 

Polys 31-76% 4a ^a 4© ^ 9 
Eos 1-4% o o o O^ 
Bas 

/ o / Ki^ 

Lymphs 24-44% it V •fc 3^ NJ ^ 

Atyp   Lyrn a o 1/ N)^ 

Monos £-11% £ ^ "7 fJ9 

Other o a o M^ 

Ret ics 0.5-1.5% k£ dx? to,T) <o^ 

Study 

Date 
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INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND   Pyridjstignine 

Lietman ft L  H 
F     M     L ox PROTOCOL   DAMD 17-85-C-5133-02 

TEST 

URINALYBIB VALUES      .     n***^ti\ 
Laboratory J^B^A-jiiS^^0 H.lni t; T>--J>J 

^JxAA^^tiJi^ n 
Screen  Predrug Study 

NORMAL ddrnrnrnyy ddrnrnrnyy ddrnrnrnyy ddrnrnrnyy ddrnrnrnyy 
Date 

Color/Ap 

* 
u 2\£_ 3f V\o>-^ 

^ 
11 «\^ nw^r*- *&. 

Sp.    6r 
L3 o£L ) ^L3 UM3 

Ty 

PH 
'~7. 6.o l.s" "7.0 

Protein -v. 4-<_i_ <4" ,2   + °i 
J •-• 

Ketones 

^ 
£ah 
^ 

Occ     Bid 

I— 

** 
Bili. 

zr 

% 
^^7. T * 

-Q, -^ 
RBC 

O £2. Q- O 
WBC O G o 

12. 
Casts O O O 2 
Epi.    Cel O O _£L £> 
Crystals £ O (9 o 
Bacteria D D O -£2- 

ELECTROCARDIOGRAM 

Date 
ddrnrnrnyy 

NORMAL 
check 

ABNORMAL 
check 

Describe  abnormalities 

r><prt*/ft. • 

I'l^^fb 
1/ 

ni^a J 
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INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND    -pyrirlr.gHgfTrir.g 

Lietman _fr L J± 
F      M     L 0(1 PROTOCOL   DAMD 17-8£-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred 

ADVERSE ONSET CESSATION SEVERITY REL'N   TO ACTION 
EVENT (Date/Time) Date/Tirne (Check) TEST   DRUG (Check) 

ft • 
Mild 

• 
DEF. 

• 
None dd   mrnm   yy dd   mrnrn   yy 

• 
PROB. 

• 
Mod 

• 
POSS. 

• 
Treatment <0-£AOO) (0-£400) 

• 
DEF.    NOT 

• • • 
Sev UNKNOWN Stop  test 

drug 

# • • • 
dd  mmm  yy dd   mmm  yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

D 
POSS. 

None 

• 
Treatment (0-S400) (0-2400) 

• 
DEF.    NOT 

• • • 
Sev UNKNOWN Stop   test 

drug 

COMMENTS (Indicate # and event) 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   Pyri^tignme 

Lietman 
A \*2 J& 
F     M     L d\z PROTOCOL   DAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmrnmyy Procedures 

  06Jr>ri<5O Screening   laboratory 

  c^jivsv History,    Physical   Exarn 

0 QjnNtt* Admission 

2 i^jni^ & 

5" |t^8o ?0 

I certify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of LA5L__ pages, for subject # r\ | 3^.. . 

2) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

ature 
M. D. VL'&ijik 

dd/mmm/yy Invest igat 
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page   £  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND   ExcL&?£tigi5£e 

Lietman 
F     M     L 0>X 

PROTOCOL  DMD 17-81-Cr5133-02 

Date of evaluation Ofi/J^/_g(o 
dd mrnrn yy 

MEDICAL HISTORY 

Examiner 

Date of birth 

Age 

Sex 

Race 

dd mrnrn yy 

_3-_]_yrs 

^T e^\ G . ?«A^ 
pr i nt name 

No   Yes   Comments 

Allergy 

Tobacco Use 1 ^  <S? &£z 
Alcohol Use */ 

Recreational Drug Use 
io-A —1 tVo. 

Medications past 2 weeks 

Experimental Drug Exposure 
TW 

Blood or plasma donor ^fLt-^x -— V -y^-yj^U es-t i^_ 

Prior Surgery "£>-._t.V^ sL^-«X ,\.^-£- 
ii^i. 

Eye, ear, nose, throat 
*£. OsV-^^Q-*^ & v^. 

Endocrine(diabetes, thyroid) 

C-V (heart murmur,HBP) 

Pulmonary (cough,asthma) V* 

Hepat it is,gastro-intest inal u^ 

Gen i t o-ur i nary </ 

Musculoskeletal </ 

Neuropsych i at r i c i/ 

5S3F w t^vx CC^-" Pesticide/herbicide use <y 
Other y 
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page   3  of   15 

INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND Exnibstigpioe 

Lietman 
F      M     L 

«l^ PROTOCOL  D^B5.12d85r£r5133-02 

PHYSICAL EXAMINATION 
Date^/j^/g_4 

dd   rnrnrn   yy 

Temperature Pulse Respir Blood   Pressure Height    (cm) Wt.(kg) 

3 n-ji c _ (2 &_/min 2L C/rnin _J A SL'Jb %- _JJ£-2-_._£ JJ ±. 1 

(check) 

GENERAL   EXAMINATION: 

Nor. Abn. Provide details  of  abnormalities 

Head/Neck s* 

EENT -" 

Chest,lungs ^ — 

Heart ^ 

Abdomen ^ 

Genitalia |\J."\>. 
Rectal 

N/-> 
Extremities / 

Skin ^ 
V3U^»   'tojc^V-    \^~*-°X-^     K   QC.3   v^_^^».v   «L^^^~ ,(\.  \ X^*U)^-~T~ 

Neurologic 1/ 

CHEST  X-RAY 
Date CfJ/ Ojfc^.gt 

NORMAL >C ABNORMAL Describe abnormalities: 

Examiner 

pr i nt name 
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page 4 of 15 

INVESTIGATOR'S NAME PT   INITIAL PT   «* COMPOUND Pyridostigpdne 

Lietman ft. ksL % 
F     M     L 0/2- 

PROTOCOL nAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmrnyy 

Start   drug  admin- 
i st rat i on   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    * 

^ \? 3flioSt \ O \ ¥ 1 O^ ? IV tO  A 

.dU- ^,2, s-ry Vo, 
0        <S        ^ <J <•  ? / ao, iDOSAGE   (total) 

PLASMA CONCENTRATIONS 

|.3>S/m^. 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/rnin 

B01,B47 0 
11^.AN>&( rO   *\ O^lo 

B01: ^ **7*is.a% 
B02 0.08 \ol3 l o>^ 3 

B02:3.i7 

B03 0. 16 i^o^r I o3 ? B03:/o.T 
B04,B4B 0.25 •< !Ol 3 \o33 B04:A3 B48:/^.^ 

B05 0.33 '. 
Ic^* /o3 8 BOSl^Q, 

B06 0.42 i t 

)o^3 )o^/3 B06vft,l 
B07,B49 0.50 i^Ln ln9X 

B07!^?J B49i/C.^ 

B08 0.58 •» /os-j /or 3 B08«/t-3 
B09 0. 66 \ 

/Q5~y 1 OS? «»VA? 
BIO,B50 0.75 •, ;/o3 /7o3 BlO:/^ B50:/O.£f 

Bll 0.63 •» // ok //O* Bl lij^O 

B12 0.92 i, nil ///J B12i^^ 

B13,B51 1.0 1, 

Hi? Hi X 
Bi3slDL B51: //-SS" 

B14,B52 1.33 (. 
ulS wx% B14s^/f B52: //.$/ 

B15,B53 1.66 \iS§r If sx 
B15:4,U- B53: y^^/ 

B16,B54 2.0 1 V 12 >Z a/* Bl6i3,J| B54: /^^ 

B17 2.5 i' 

\%<jy /if* B17: ^^ 

5 jJ^-eXO-ou- oui&X^ ^vb&MxMty- 310 



page 5 of 1! 

INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND Pyridostignine 

Lietman 
F     M     L D)2- 

PROTOCOL Vl® 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I. D.    # 

""X liTS-Ai^ac \o\* \OM# IV fO A 

DOSAGE (total) 

PLASMA CONCENTRAT: 

,_33_rrrvj: 

page  2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

BIS,B55 3.0 
\-\ ~^&t. \Z\% )3/2 BIB:/^ •"V?^ 

B19 3.5 \2hl \3£f<6 •in/, 57 
B20,B56 4.0 

l^ii* l<i/? B20:^ B56: /4, 5 / 

B21 5.0 "• IS'\^ ) si I B21,  ^ 

B22,B57 6.0 •> \t^ )£>!? B22: _^.. B57:   /^ 

B23 7.0 *» 
\Hifc Hi? B23: _£_ 

B24 a. 0 '  i IS" i? )Z\S B24:^ 

B25 10.0 f v 

3<>l* aoi ? B25:^ 

B26 12.0 •• 
MX* S^X(f B26:_J^ 

B27,B58 24.0 |T3W& }D 1 Z /at ? B27; ± B58:15-SO 

AAMJLJ ^r^jduMMd- 311 
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INVESTIGATOR'S  NAME PT   INITIAL PT  # COMPOUND J^ndjJQatignine 

Lietman 
F     M     L D*2- 

PROTOCOL   TV^MD 17085=0-5133-02 

MEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    ** 

a >3^(vJ9fe \oi ? /&7*? IV fj A 

DOSAGE (total) LI„?J2^£ 

N>^   ^Wul V^O. 
PHYSIOLOGIC VARIABLES 

^,^N^>  ^<Ui^    .  ^ayXi^Ar<-J^T^i     \K*JL, 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 \i>y\^8i {Jfl o?Al VM' 
0.8 • 

1 oi "3 1 &D-? 
0. 16 •• 

io^9; i^^r 
0.25 '- 

1^3 \ ol 3 
# £=o 

0. 33 '. 1*3 X / o^ £ 

0.42 ', /oV 3 lOLfl 

0.50 * ^ ?oys* l&<4? V, ^ *T3/U *ok 

0. 58 l. ^o^ 3 l<=> S-\ 

0.66 l\ 

^   ST /or s 
0.75 * \ I/O? //zl *6? 
0.83 *v // o? //OS 
0.92 ( 1 lit3 ii/ 3 
1.0 *-— ///£ ;// ? •6* V?/b ' 

1. 33 •• //3 <r //.is- *£o 
1.66 t . y/Tg x S? *5 2 
2.0 I * /2 /? /,^> i? *bD V/o 
2.5 ' 1 

teW UHV 

312 



page   7   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND JPjaidostiggrine 

Lietman ±   kd   SL 
F     M     L 0^ 

PROTOCOL  _Mffi_l?.-_85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start   drug  admin- 
istration   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

X- U3ftM# \0\2 \oH2 IV (0 n 

DOSAGE (total) 

PHYSIOLOGIC VARIABLE! 

|_._3^_/7TIC 

page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3.0 
I3?tov># \3 1? \"S » V 

#1L 
3.5 •> \3>V* ) 31/^ 
4.0 

i4 »S /«//* •4 gfc 
5.0 

•> 13" i g /r^ 
6.0 1 1 

it iS MM #r7Q ^zh* 
7.0 

1 nt? 17/* 
8.0 ( fc *S\£ ;/// 

10.0 l\ a^i? <^i/ 
12.0 I t 

SL2-I<? «p^/<r 
24.0 [H^A^ /DI e /Off #H*) *WJ> *Ni b 

313 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND _P^^stigmme 

Lietman 
A u> B 
F      M     L dlX 

PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

5 MAIO& OS ^3 o&^^ PO M   r\. 

S^f.r^x   c  ,p^r;^-.   n. bS £,/<r<w       DOSAGE    (total)        LLLJOO^/SL 

^v^t-      T^ %      PLASMA CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID03 RBC 
ACHe 

uM/ml /rnin 

B28,B59 0 itv% K> A 0%AS~ B2B:^ B59:/49/ 

B29,B60 0.25 y 0% 3>S c=><*3V B29:^ B60: /^^5 

B30,B61 0.50 •« <5% S- 2 O 6 S 3 
B30!5.^ BSl'j?,% 

B31,B62 0.75 *\ O^io^ O^o? B31^ *tt*l3-S8 
B32,B63 1.0 -. o°^3 0^3 B3£'UG 

BS3iU$C 
B33,B64 1. 33 ». <D^ H 1 oV/ 3 B33:7o4 B^--/M3 
B34,B65 1.66 •« 1^03 l^o3 B34: Jl^. B65: //, 5^ 

B35,B66 2.0 M 1013 l<-^>_3 
B35:|3? B66'•/£<?<? 

B36 2.5 lt 1 OS'S |o s 2 B3£:\33- 
B37,B67 3.0 'V \1 ^3 no. 3 637:^^ BS7l/c-& 
B3B 3.5 I.. It S3 H5"3 B38W 

B39,B68 4.0 Iv ia.2.3 I3.3L3 B3SsID.l BSB •'//.<!<? 
B40 5.0 1 \ i^a3 i3^3 

B*°*l,<U 
B41,B69 6.0 »v •  i VJL3 /Va3 B41i^ B69:/3.^f 

B42 7.0 11 

1 S^.3 i r<^3 B42s^o 
B43 8.0 I \ /6^3 (£2.2 BA3\?.56 B69A:/^, 

B44 10.0 \,< /OJ I S2.1 B44:   ^ I4<W 
-? JuXtLGO-' (XQjiAJU- <it/rvwhUAty- 314 
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INVESTIGATOR'S  NAME PT   INITIAL PT  # COMPOUND .P^nadostigraine 

Lietman .& .w JL 
F     M     L S^x PROTOCOL     DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat ion   (0-2400) 

Route Bottle 
I.D.   # 

S \L "\*VvJ& oZ ^ 2 o%jxr\ PO *J.f\ . 

DOSAGE (total) 

PLASMA CONCENTRATI 

1^/yr^ 

page 2 
  

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B45 12.0 
IfeFfc^st Sub^l ^oa3 B45: ^L 

B46,B70 24.0 o%<^3 OW3 646:^ B70!/53^ 
J 

»• 

* ki XurCUXh ILL >Sc/n idiPthe 
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INVESTIGATOR'S  NAME PT   INITIAL PT   * COMPOUND Pxricbstigjmne 

Lietman 
F     M     L D^ PROTOCOL  DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start drug admin— 
i st rat i on (0-2400) 

End drug admin- 
istration (0-2400) 

Route Bottle 
I.D.    * 

5 l&3<Y»o& o&^3 o %c^3 PO V W- 
l(p DOSAGE (total)   LXL£C£$L 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 l&^W^, M A. e^r "ch Vo 
0.25 rtgas 081°] * &i -~ 

0.50 •- o<ss3 o<fcs3 *-7o •ok. 
0.75 '. o^o? Ori o£ * ~Jj 
1.0 'i CD°I3-3 o°*a 3 V? 
1.33 

^ i o <\H 1 CD°lLl3 •6* 
1.66 • - |oo3 \ oo3 No 
2.00 \., 1^3 I oa3 #6o *    K\ D 

2.5 *. I oS 3 IOS3 

3.0 1 ( \\ 2.3 na.3 *G</ 
3.5 '. l\5~_3 ii r J 
4.0 tv ISL^? 11^3 #?tr *rJS 
5.0 lv \^^3 13^3 
6.0 I, \^I2 3 'c/£ J *£W *KJ£ 

7.0 
l( i r^j \Ti7 

8.0 1 

1 6<3^ lb^3 

10.0 >. 
I?J ^ i %x3 

316 



page   11   of   15 

INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND _?)^dqstigpine 

Lietman F     M     L 
0\T- PROTOCOL    EIAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddrnrnrnyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
istration (0-2400) 

Route Bottle 
I.D.    * 

g ll^flM*       o^<5^ O&c^ a PO £ i#L 
DOSAGE    (total)        llC_/^VYl^^ 

PHYSIOLOGIC VARIABLES 
page £ 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddrnrnrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 \(±y\^si ^oj. 1 io2] * N^ 

£4.0 olf^a o g-^3 oUl # ro S> *   K,^ N\? 

317 
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INVESTIGATOR' S NOME PT   INITIAL PT  # COMPOUND Pyridostigmne 

Lietman 
F     M     L 0^ 

PROTOCOL DM© 17-85-C-5133-02 

CHEMISTRY VALUES 
Laboratory ^V^ry^^ Wj-reVx.^^, VVr%-^X\. 

Screen Predrug 
iH 

TEST:NORMAL ddmmmyy ddmmmyy ddmmmyy 
t 3 

ddmmmyy ddmmmyy 

NA:135-146  MEQ/L 13 2 l^o \H O 
K: 3.5-5.0 MEQ/L 4 .O ^ U.\ 
CL:96-109  MEQ/L 

/O(o )DC lo$ 
COS:24-30  MEQ/L a*7 2C 21 
SUN:12-25  MG/DL <? ^2 3 
CREAT:0.4-1.5  MG/DL 1. o I.I \.a 
GLU:70-115  MG/DL ^o iDo ^ 

T.BILI:0.3-1.2MG/DL o.3 N>."D. 
D.BILI:0.1-0. 4MG/DL o.\ D- O o. o 
CA:9.0-11.0  MG/DL °U <6.<V q.1! 
P04:3.0-4.5     MG/DL a.s 3^ 2.H 
URIC  A:4.2-8. 8MG/DL s: 7 t.*7 £.*" 
T.    PROT:6. 0-8.5G/DL 6  > 6-2 4 o 
ALB. :3. 2-5. 3  G/DL 1.1 3fl £/. o 
AST:0-35   IU/L n ^ IS 
ALT10-30   IU/L >4 q \3 
ALK   PH0S:0-95   IU/L </v 3* h^ 
CHOL:151-268  MG/DL KJV, -Hi, * .rf 

LDH:0-200   IU/L NJ*\> i« ^2 l/o ia*- 
CPK:0-160  U/L<male) t\/£ Ul °\H 1°\ TJ 

St udy 

Date 

^^ UM^ ~S 

318 

VI V ?4 
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INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND    Pyridostigmine 

Lietman 
F      M      L 0\X 

PROTOCOL DAMD  17-85-C-5133-02 

HEMAT0L06Y VALUES , 
Laboratory  i^V£^\£^s iLqeW^o   \^v^"^- 

Screen     Predrug     q>re ^^ 

TEST NORMAL ddmrnrnyy ddmrnrnyy ddmmmyy ddmmmyy ddmrnrnyy 

Hgb 13.9-16.3 \<iA \Mt1 VM.j IS.] Kill 

PCV 41.0-53. 0 h\.s Hi c) H. n ^M 3 <h>   "5 

Pit 150-350 
2Q.S" \<2H \ S^ 3 1 5T Ki ^ 

RBC 4.50-5.90 H. in M 3^ ^  S V ^.43 03. 

WBC 4500-11000 
?1oo T3 oo ^^ O o C feoo M-\) 

Bands £-6* 
\ 1 o <0 H r^  "t> 

Polys 31-76* n^ S^ si s s frJ   ° 
Eos 1-4% 3. 3 C 3 rv_r   ~w> 

Bas o o CJ 1 *J    <\ 

Lymphs £4-44% \2 ^H 3 o ^ 4 vJ 3. 

Atyp   Lyrn o o o 1 jj & 

Monos 2-11% '1 H JT ? Ki    i> 

Other o O o VJ.^. 

Retics 0.5-1. 5% N> v> i  o K"b »JT) w.O. 

Study 

Date 

319 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   J^ri.^R?^i§II^ne 

Lietman 
F     M     L 

OX PROTOCOL   DAMD 17-85-C-5133-02 

URINALY8IB 
Laboratory 

Screen Predrug 

TEST                    NORMAL ddmjmmyy ddmmmyy ddmmmyy ddmmrnyy ddmmmyy 

Color/Ap 
uAltv^j cSleaY C.VJJJJW'- 

Sp.    Gr. 
\   DX6? \ o3Li 

PH 
Q 0 A.o n 0 

Protein 
•^r~-Gj^ V-^Jk^t*- 'V-W 

Ketones 

Occ     Bid 
6 

r^j>*/ 

Bili. 
0 IS 

r\~-«.V 

RBC 
Li 0 

O 

WBC 
C^ O O 

Casts O ^ n 
Epi.    Cel O a CJ 

Crystals 
O 0 0 

Bacteria * 1/ O 0 
^i 

Study 

Date 

ELECTROCARDIOGRAM 

Date 
ddmmmyy 

NORMAL 
check 

ABNORMAL 
check 

Describe   abnormalities 

cO *w gt / 

I<OAO % y/ 

mpM^u / 

320 
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INVESTIGATOR'S NOME PT INITIAL PT # COMPOUND J^ridostignine 

Lietman F  M  L &\3- PROTOCOL DAMD 17-85.-C-5133-02 

ADVERSE EXPERIENCES 

check i f none occurred pi 
ADVERSE 
EVENT 

ONSET 
(Date/Time) 

CESSATION 
Date/Tirne 

SEVERITY 
(Check) 

REL»N TO 
TEST DRUG 

ACTION 
(Check) 

tt 

dd mmm yy dd mrnm yy 
• 
Mild 

• 
Mod 

• 
DEF. 

• 
PROB. 

• 
POSS. 

• 
None 

• 
Treatment (0-S400) (0-2400) 

• 
DEF. NOT 

• 
Sev 

• 
UNKNOWN 

• 
Stop test 

drug 

# 

dd mmm yy dd mmm yy 
• 
Mild 

• 
Mod 

• 
DEF. 

• 
PROB. 

• 
POSS. 

• 
None 

• 
Treatment (0-£400) (0-S400) 

• 
DEF. NOT 

• 
Sev 

• 
UNKNOWN 

• 
Stop test 

drug 

COMMENTS (Indicate # and event) 

321 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   PyEidqstigrLne 

Lietman F     M     L 6^ PROTOCOL   DAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmrnyy Procedures 

—- G^JWSV 
i 

Screening   laboratory 

— 04^^ History,    Physical   Exarn 

0 lio^^ Admission 

9 N^Prt)8t Po 
S HJM&U ^ 

I cert ify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of ___L~> pages, for subject # \± • 

£) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

M. D. 
Invest igator' dd/mmm/yy 

322 
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INVESTIGATOR'S NOME PT INITIAL PT # COMPOUND PxDLjbstigpririe 

Lietman 
F  M  L 00 

PROTOCOL D^D 12-S5.-C-5133-02 

MEDICAL HISTORY 

Date  of  evaluation  u±/$n$ltlie. Examiner 
dd   mrnm   yy 

Date  of   birth 

Age 

Sex 

Race 

dd   mrnm  yy 

JL 

print   name 

llii^ky 
\ 

No Yes Comments 

Allergy 
/ 

Tobacco Use / 

Alcohol Use y QlpwA-xd^; 0^- o*dc$*&j 

Recreational Drug Use S 
Medications past 2 weeks / 

Experimental Drug Exposure y %$uA>+>*,    <*/&&&"*• ' 

Blood or plasma donor y 
Prior Surgery y 
Eye, ear,   nose, throat y 
Endocrine(diabetes, thyroid) y 
C-V (heart murmur,HBP) y 
Pulmonary (cough,asthma) / 

Hepatit is,gastro-intest inal y 
Gen i t o-ur i nary y 
Musculoskeletal i/ 
Neuropsych i at ri c y 
Pesticide/herbicide use y J^jfaJl&fhV^ (+~~u,c fify 

Other 
/ 

323 
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INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND Exnukstigmliie 

Herman il £ JL 
F  M  L 0|3 

PROTOCOL D^D_lZd35r£r5133-02 

dd  mmm  yy 

Temperature 

12JT C 
Pulse 

_  Ij&min 

Respir Blood Pressure 

ZTJT^TTZ 
Height    (crn) 

_ JS 5 
Wt. (kg) 

Z3T7 2-6 /min 

(check) 

GENERAL EXAMINATION: 

Nor. Abn. Provide details of abnormalities 

Head/Neck y 
EENT y £duA\ Q T**, ($ <wc <^~~^~- 

Chest,lungs t/ — 

Heart 
/ 

Abdomen y 
Genitalia V >p 
Rectal fj 3 

Extremities y 
Skin y &U4- (&~&<^i -~*0*d«4&&^ 
Neurologic y 

CHEST   X-RAY 
Date  L£/J.ft£J/Si 

NORMAL y ABNORMAL Describe abnormalities: 

C&X^_t_£^_il^y_ 
print   name 

324 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND Pyridostigmne 

Lietman F     M     L 
D^3 PROTOCOL D^M0 17-85-C-5133-02 

MEDICATION RECORD 

STUDY:    IV   PYRIDOSTIBMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
i st rat i on   (0-2400) 

End   drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

s •n>u>& £><6   o>7 0<2 5 1 IV ftO V\ 

_^^JHcV^    = a_\.   ^' 3 SVoDOSflSE    (total) 

PLASMA CONCENTRATIONS 

|,3S nrvj- 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/rnin 

B01,B47 0 
n^touS*- c>2\ r OfiiS' 

BOlx jt- B47:/^^/ 

B02 O.OB o£3Q. o^ 3-1 •OfiJ/£ 
B03 0. 1G ogjn o?J7 B03:IJ ^ 

B04,B48 0.25 o% cl z osva BO4:a50 B48|/0.?C 

B05 0.33 -. 
os^ om B05:^5 

B06 0.42 i, 

Gis^ o^^ x BOG: m 

B07,B49 0.50 og sn o^^ B07:^,? B49:£,/& 

B08 0.58 i< 

CP| OQ. oioa 808 !A5^ 
B09 0.6G •. o°i on o°io0 B09:/f ; 

BIO,B50 0.75 *i o«\ \1 o ^JO. B10« //£ WSOi/Q.t* 

Bll 0.83 \ o°m o«m B11'?<3f 
B12 0.92 tx o^2 o^D- B12:   67«2. 

B13,B51 1.0 1 \ o^)^n 0°!31 B13: ^ **UI&16 
B14,B52 1.33 i 

V o^^iH o<^7 B14^(g0 B5£://,6o 
B15,B53 1.6G I 

V /ooH \ o^r? B15^.3T *33-IJ,f8 

B16,B54 2.0 ', ( D^7 /oa^ BIG: £ B5A:/<?.(,> 
B17 2.5 •l 

yor7 /o^ B17:^ 

4KJG*A /UATOMC W KksruL ydtukJ^/ ,,s 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND PyridostignLne 

Lietman 
F     M     L T)i3 

PROTOCOL DAM0 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   < 0-2400) 

Route Bottle 
I.D.    # 

s n:*w&k e^sn ogs'^ IV vW 

DOSAGE (total)   !_L5£l£!]2$l' 

PLASMA CONCENTRATIONS 
page  2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B18,BS5 3.0 \n*w8 \gn usn B18:^ B33i/p.£;> 

B19 3.5 ', (i SO II s^ B1S8^ 

B20,BSG 4.0 i, ail la-a^ B20:^ B56!/a/^ 
B21 5.0 / , &21 )3^7 B21:^ 

B22, B57 6.0 V )<jzn /V^5 B22:  ^fc- B57: /£$? 

B23 7.0 *\ ) 5-<5Tl 1 S^7 B23^ 

B24 a.o M ItAl 14^0 B24:^- 

B25 10.0 1 , i»r? 1 %£1 B25:^ 

B26 12.0 K ^o^n <2-c>2.7 B26:^ 

B27,B58 24.0 inws* oKZl o^^l B27:-^- B58I/3.5C 

^^WW/ dj&G^y x2j^^xuJuMi(^ 326 
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INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND     PyT-iHngHgnrir^ 

Lietman 
F     M     L 6*3 PROTOCOL JQAMD_17Qa5-C-5133-02 

MEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    * 

5 ocywSK o%&°i oSS^ IV fOA 

/.3a DOSAGE (total)   Lliill—_}$ ' 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bprn 

Hand 
Grip 
L/R 

Coord 
Test 

0 
HOANSI *o   A. O &"»    <^-C*V£*JI<V_ 

#6^ *t0^. *o\c_ 
0. a '. oK3l on^- 
0. 16 £>K2n a%J>^ 
0.25 /1 

cg^a oSWa, *7o 
0. 33 s oS-V^ ^SfT 
0.42 o^s a GfcS" 2- 
0.50 V, o^^n osrn *^% *K, ^ # 

0.58 \ o^oa 6lOl 
0.66 '" o3 ol o^joO 
0.75 •- r^tCL o<\ \1. *  ^O 

0.83 •• o^in O^ 19 
0.92 fl ^ai o^n 
1.0 I1 o^<an 0°yDn *6^ V^ 
1. 33 1, 

C^V7 G^^O • rjt, vofc 

1.66 V v /007 1 CiD^ **)]) 

2.0 (N 

lo^H /C^ "to *Hi 
2.5 It 

/o^9 /oJ7 

327 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND JPjffidostias#ie 

Lietman 
F     M     L 0/3 PROTOCOL  _MC)_17_-_85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start   drug  admin- 
istration   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

5 Q^ftVtf, c^^n cr> gS   •) IV K) /\ 

DOSAGE (total) 

PHYSIOLOGIC VARIABLE! 

/.^9/m>o 

page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3.0 
l^^ftv^ I\2L1 \\3L1 %^/ 

3.5 1 

t« ^ llSl 

4.0 •. »2;n X^l *<bH *   ,jfc 

5.0 J t 13^9 nan 
6.0 t , 1M2/7 )4^0 *    *JV^ *   ^ 

7.0 ( . 1 5"^"7 ) s"ai 
8.0 ) Lai i tao 

10.0 ** IW) 1^9 
12.0 " 

<5^a1 ^-o^O 
24.0 IB1>^SX o&sn os-al *s* * oV 

328 
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INVESTIGATOR' S NAME PT   INITIAL PT  # COMPOUND  JiOTidostignipe 

Lietman 
io^-5 -Or 
F     M     L D^3 PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2A00) 

End   drug   admin- 
istration   (0-2A00) 

Route Bottle 
I.D.    # 

a lH"^Aw^> oES 3 o£S 3 PO *o -A 

DOSAGE (total) lie £*$• 
PLASMA CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock Time 

(0-2A00) 

Actual 
Clock  Time 

(0-2A00) 

CPYRIDOD RBC 
ACHe 

uM/ml/rnin 

B28,B59 0 lO*W£ ,   o%<?-^ OS ^t B28: A B59:/2./S 
B29,B60 0.25 I 1 o^vo % o^o& B29:_^ B60: ^ 

B30,B61 0.50 ^°V ^3 0^3L7 
B30s7V BGl:H.5S 

B31,B6£ 0.75 '\ 
o^38- O^IS^ B3l:/J,5 B6£: ,0,-f? 

B32,B63 1.0 ty o <U3 Cb °l S" 3 
B3£:#? B63: <7.5> 

B33,B64 1.33 l\ / o \Z l CM! 
B33lH.$ B6A:£& 

B3A,B65 1.66 '< /o33 lol^ B3A:/^ B65:  (j/ J>^ 

B35,B66 £.0 *\ / o T3 lor 3 B35: i^ -^ B66:^. oo 

B36 2.5 1 i 1111 ) 10-3 836 7W 
B37,B67 3.0 •• IIT3 U O B37!/35 B67: £^f 

B38 3.5 s iaa3 I2L2L1 B38: £4 

B39,B68 A. 0 (< or 3 U^3 B39: //./ 868: #64 
BAO 5.0 u /srj \? s:3 840 S/U 
BA1,B69 6.0 K /^rj BAl"5# B69:/£. ?> 

BA2 7.0 V / $53 BA2:J>/7 

BA3 8.0 'v /AS3 /Jrl B^3s4^/ B69A:// 49- 

BAA 10.0 S / *5J its 2 BAA:  ^ /3./5 
5 J^Uv^^OXKldxf /U^vQ>id>c^ 
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INVESTI GATOR'S NAME PT   INITIAL PT  « COMPOUND -Pyridnstigcoine 

Lietman 
F     M     L Di3 PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmniyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    ¥ 

a /M^ft^S*- o£r 3 oS-^3 PO O f\ 

DOSAGE (total) 

PLASMA CONCENTRATIC 

(Owtfr: 

page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B45 12.0 
l^3«vJ^ Oo S '3 2**2 B45t •*• 

B46,B70 24.0 
iS^Njft o?Sl c#r3 B46:*~ B70: £ ^ 

#• 

AJML VMT /ZJAXM *M- /Qin fotUMtyf  32 0 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND Pyri^stigpune 

Lietman i=? f- SL 
F     M     L QIT3 PROTOCOL  DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   adrnin- 
i st rat i on   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    « 

2. \\ OAf 8i oSi'3 o^3 PO •J f\ 

10 DOSAGE (total)   L^.00^__ 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bprn 

Hand 
Grip 
L/R 

Coord 
Test 

0 iM^fWfc os <ri os s•/ *Co #<L)C 

0.25 
' i «o<*6fc O^O? #   n2 ^. 

0.50 
i. o^l 003 •*7o #K)^ * 0 

0.75 c. G^8 o^33 *    ^ 

1.0 (, O ^S3 0^2> #r?^> 
1.33 >( /oi3 / o)1 
1.66 ll /o33 | o^ *<>o 
2.00 »"i ioS3 /o i'] #^ #   Y^> 
2.5 '. 

)U^ 1/^3 
3.0 tK 

;/ ^ // r3 *^o 
3.5 \, /a« i^ai 
4.0 •> /^r2 /a yJ »6T- #    N9 
5.0 

IN /ix/ t2S3 
6.0 <v ;</:rj /is3 *67 * rJ D 

7.0 I y /-Try 1 S'jri- 

8.0 '* US'3 lbf~± 
10.0 HS2 lfS-3 

331 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND  _Pxr^dostigpine 

Lietman 
b^ JE JL- 
F     M     L 

fc>3 PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnrnyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I. D.    * 

IH^fo^       C>S^1 Q&S 3 PO ^ K 

DOSAGE   (total)       [^.£}Cf^.l_ 

PHYSIOLOGIC VARIABLES 
page   2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 I'O-RKJW .Qx>S" 3 <c^J *0^> 

24.0 13 }A^ OS 3'3 c^rj #rla_ #NJ^ *t* 

332 
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INVESTIGATOR'S  NOME PT   INITIAL PT  # COMPOUND     Pyridos tigrri tie 

Lietman 
F     M     L 

0^ PROTOCOL     DflMD 17-85-C-5133-02 

Laboratory ^WOv^o \\Q^XaA->^   \\<^^ °~1 

Screen Predrug 

TEST:NORMAL ddrnrnmyy ddmmmyy ddmmmyy ddmmmyy ddmmmyy 

NA:135-148  MEQ/L m 3 /*fo |44 \tj{ 

K:3.5-5.0  MEQ/L 
5-.o H-\ 4.9 <t.O 

CL:96-109  MEQ/L /or \o^ /o^ 10^ 

C02:24-30 MEQ/L ^ y Q? p^r O^ 
SUN:12-25  MG/DL 1 w IH llo Jfi-J>! 12 

CREAT:0.4-1.5  MG/DL l.o 1 . O 1.  o JN^Zo.*) 

GLU:70-115  MG/DL ST S^ <n ty* 1L 
T. BILI 10.3-1. 2MG/DL o.l o.^ Cxi o-3 
D.BILI:0.1-0. 4MG/DL 

Cy o O-O o. o. o. o 

CA:9.0-11.0  MG/DL lo.l x-J^ Jo.* 94, 
P04:3.0-4.5     MG/DL d/ i. s:3 <7.) s r 
URIC  A:4.2-B. 8MG/DL s".; 2f 9 ST9 r.3 
T.    PROT16. 0-8. 5G/DL 7 9 7/ 7 £ IV 
ALB. :3. 2-5. 3  G/DL V7 H. r 4-? 4.r 
AST:0-35   IU/L O^ 35 ^ff 33 
ALT10-30   IU/L ^ 4, ^ro ^ 4J~ 
ALK  PH0S:0-95   IU/L 'fol H2 n/ »?o 

CHOL:151-268  MG/DL /r? £) 3 SLSI ^2lY 

LDH:0-200   IU/L tO^ '*3 )Z °j '39 
CPK:0-160  U/L(male) ro£ «^1 ^5 ^ a 

Study 

Date 

$si .""$ .    C <? W:    -^Jc    cLr^- ^r- \n 
333 

St 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   Pyridostigmine 

Lietman 
F     M     L 

j)l3 PROTOCOL DAMD  17-85-C-5133-02 

HEMATOLOGY VALUES 
Laboratory      Qv^ mmrt    -\^?f *ZJJL^,   jS(^i^ *f 

Screen Predrug 
«?<•« ^v>w 

TEST                   NORMAL ddmmmyy ddmmmyy ddmmmyy ddmmmyy ddmmmyy 

Hgb 13.9-16.3 14.8 )H.^ /y.o \s>1 1^.2 
PCV 41.0-53.0 hl.L uxt HH-H 4^.*7 h\n 
Pit 150-350 3Vo 32$ •3,34, ^?>3 303 
RBC 4.50-5.90 h.^ 4.FV JTo_r S-'iC ^nr 
WBC 4500-11000 C3^o ? 3oo 4/DO GVoo 4 J oo 
Bands £-6% n 7 H \ <2 H 
Polys 31-76% 5^7 6o ^9 33 ^ 3. 
Eos 1-4% 1 I s ^ H 
Bas O o J*2 o / o 
Lymphs 24-44% 2? ^^ 3V 3 2 3* 
Atyp   Lyrn o 1 ^ o o 
Monos 2-11% I S> S 9 >IL <i 
Other o c o o o 

Ret ics 0.5-1.5% 0 /b. /. o /. 4 to.> I. 5 

Study 

Date 

33A 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND J^ridostignLne 

Lietman Ld £ &. 
F     M     L to\i 

PROTOCOL   DAMD 17-85-C-5133-02 

URINALYSIB VALI 
Laboratory ^ _TV-X7^VV 

Pi^VHA-A^^ %W 

Screen Predrug 

TEST                    NORMAL ddmrnmyy ddmrnmyy ddmrnmyy ddmrnmyy ddmrnmyy 

Color/Ap 
cQjL^-r O&J&M *->.^>. 

Sp.    Gr. 
l.oai 

0 
}. oaa 

PH So £>. o £. o 
Protein 

*•   r^rvju, -w^ r>—°-\ 
Ketones 6 

•^-c-—Q-*-/ 

Occ     Bid 6 6 23 

Bili. 
6 15) 

P*~*y/ 

RBC 6 
o 

WBC o o •2, 

Casts <b o o 
Epi.   Cel O o O 

Crystals 1 0 O o 

Bacteria A' o c^ 
t=3 

Study 

Date 

ELECT ROCARDIOGRAM 

Date 
ddmrnmyy 

NORMAL 
check 

ABNORMAL 
check 

Describe  abnormalities 

01 flu6-8"5 */ 

iS ;^J& 
t/ 

\$>^(\vH y 

T*S 
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INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND  Jiyridoatignine 

Lietman 
F     M     L m PROTOCOL   DAMD 17-85.-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred K) 
ADVERSE 

EVENT 
ONSET 

(Date/Time) 
CESSATION 
Date/Time 

SEVERITY 
(Check) 

REL'N   TO 
TEST   DRUG 

ACTION 
(Check) 

ft 

dd  mmrn  yy dd   mrnrn  yy 
• 
Mild 

• 
Mod 

• 
DEF. 

• 
PROB. 

• 
POSS. 

• 
None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF.    NOT 

• 
Sev 

• 
UNKNOWN 

• 
Stop  test 

drug 

# 

dd   rnrnrn   yy dd   mmm   yy 
• 
Mild 

• 
Mod 

• 
DEF. 

• 
PROB. 

• 
POSS. 

• 
None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF.    NOT 

• 
Sev 

• 
UNKNOWN 

• 
Stop  test 

drug 

COMMENTS (Indicate M   and event) 

336 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND  J!yiidosti^Lne 

Ldetman 
3. H s 
F      M     L OIV 

PROTOCOL   DAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmrnyy Procedures 

— el 01 ft* Screening   laboratory 

- 0*13fi* lis History,    Physical   Exam 

0 %3 3W& Admission 

n_ H-WM OdftX. 

K 113mJ rip rv 

I certify that 

1) I have carefully examined all entries on the data collection 
forms, consisting of IS^JkzSZ-   pages, for subject # fffi • 

2) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

re 
M. D.       tat &[/£&? 

dd/mmm/yy Invest igator 

337 
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INVESTIGATOR'S NOME PT   INITIAL PT  # COMPOUND  PxcLstostigPSDe 

Lietman 
F     M     L b^ 

PROTOCOL mp_ 12-81-ic5133-02 

a°i -^ MEDICAL  HISTORY 

Date  of  evaluation^!/Q_j/~u(f Examiner    BUS^l^jSL^t ''"^fj. 
js/^- dd   mmm  yy 

Date  of   birth . Q£pj2*/iPJ 

jeapyffiZW 

^     dd   mrnrn   yy 

Age <^Wyrs 

Sex 

Race 

print   name       c 

No Yes Comments 

Allergy 

Tobacco  Use / l/H*( 
Alcohol   Use / 6 '/mA/aoAy 

Recreational   Drug  Use i/ 

Medications   past   2  weeks 
!/ tMiA. Jetfc ifjfaufyfi* h¥r 

Experimental   Drug   Exposure y xvttjJL 

Blood   or   plasma  donor • 
Prior   Surgery 

</ ^^uferfu^ #7/ 

Eye,   ear,   nose,   throat / 
f 

Endocrine(diabetes,thyroid) / 

C-V   (heart   murmur, HBP) / 

Pulmonary   (cough,asthma) i/ QLMAIM* -> Q^jL' ttblAf**} ** fa 

Hepatit is,gastro-intest inal / 

Gen i t o-ur i nary / 

Musculoskeletal 
•/ 

Neuropsychiatric / 

Pesticide/herbicide  use u/ i^f.-r^'^^' 
Other 

/ 
if 

338 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND ExDJtostigp&oe 

Lietman 1IL i 
F      M      L Oil 

PROTOCOL  D^D_lZ-85r£r5133-02 

L EXAMINATION. PHYSICAL EXAMINATION 
Date 

dd 

Temperature 

JW 
Pulee 

TH5 
Respir Blood Pressure Height (er.i) 

./3(c-.:- 
Wt. (kg) 

„ 6 5 £ /min •J!) /min N)^  / oJti 

(check) Nor. 

z 
Abn. 

GENERAL EXAMINATION: 

Provide details of abnormalities 

Head/Neck 

EENT y 
Chest,lungs y )(U>'i M t/v.U* 

Heart </ 

Abdomen / 

Genitalia » 0 

Rectal -0^ 
Extremities 

~z Skin ~Wh®< <](*}»**•  <C4-< 

Neurologic ^A 

CHEST X-RAY 
Date^./^B^/£_4 

NORMAL y ABNORMAL Describe  abnormalities: 

Exam i«~ ' &flfatfI%P6P 
T7 

print   name (j 

339 
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INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND Pyridostignine 

Lietman 
111 
F     M     L )\H 

PROTOCOL •® 17-85-C-5133-02 

 :  

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnrnyy 

Start   drug  admin- 
i st rat i on   (0-2400) 

End  drug  adrnin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.   # 

s n^tfWR s>% 3 o o^ &o IV r^ A 

<D 
s^^>^—V^ 

OSAGE (total) 

PLASMA CONCENT RAT! 

113 3l rrfiJb 

Sample 
No. 

Schedule 
Time 
(hours) 

Date 
ddmrnrnyy 

Scheduled 
Clock Time 
(0-2400) 

Actual 
Clock Time 
(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B01,B47 VI  Ofcr^ g«Po OS. B01: 4 B47: Q.^i 
B02 O.OB 

J%   31 Q&Z s: Boei;/.(, 

B03 0. 16 ol^c c .?y o 
B03:;77 

BOA, B4B 0.25 orvjr ivi B04s^3./ BABi/0.03 

B05 0.33 o £ S"o £>ffJ ^ 
BO: "fl.t 

B06 0.42 8 rx <^UV B06 \&3 
B07,B49 0.50 2fL^ o ^c^> 

B07: H5 BA9: £,5/ 

BOB 0. 5B D<{oS~ o*7ay B06: **U 
B09 0.66 O^/o ^f/o B09: 11.3 
BIO,B50 0.75 63jj: OjVX BIO •^ B50 •9.3? 
Bll 0.83 

B12 0.92 
&1^ 6^ Bll : Mb 
c>*ias O^^s- B12: 4/)7 

B13,B51 1.0 cD°l 3^> O <? Jo B13: 4/ffl. B5l!/^^ 

B14,B52 1.33 oilj 0^3 o B14: v3ot B5£:/0.?^ 

B15,B53 1.66 /O/O /D/0 B15:^ B53:   f/,^3 

B16,B54 2.0 /<?3- /»J 3> B16:^.0f BS4s//.fe? 
B17 2.5 // 0^ // ^ B17: /.^ 

3 JUZu r" OM&AJJh AXsur\j^Xu-o6<JL   340 
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INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND PyridostignLne 

Lietman 
F     M     L m PROTOCOL BAM0 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End  drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I. D.    # 

s n }*w& O%jo O^OQ IV f\) rx 

<totai)   J;_^_0^1 DOSAGE 

PLASMA I 
page  2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID03 RBC 
ACHe 

uM/ml/min 

BIS,B55 3.0 n^M ) i 3 o 1 ) 1 o BIB:  Jj B55: frlb 

BIS 3.5 u 1 D. oa i D o^> 
B19: ^ 

B20,B56 4.0 
-I l23o JQl^ B20: ^L. ^••l*M 

B21 5.0 * \ i'33o )13^ B21i-^ 

B22,B57 6.0 
•t /7 3o )Ll3c B22:-^_ B37i/a,57 

B23 7.0 / f 

/ T 3^ ) )>" 3 v B23:_£. 

B24 8. 0 (, 
M?o l& 3o B24V 

B25 10.0 'i n 3^ l&7=> B25:_£_ 

B26 12.0 '. D-o^o ^Lh 3=> 
B26: _j^ 

B27,B58 24.0 jji^ft op Jo S#JC 
B27:^i B5Bil?Jl 

J&rri&Ltu^J^ 



page 6 of 15 

INVESTIGATOR'S   NAME PT   INITIAL PT  # COMPOUND     PyriHr.gf-1-ffTTJng 

lietman 
F     M     L on PROTOCOL J^MD_17Qfi5rC-5133-02 

MEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    * 

S n ~$toJ& oUo O^ 6^ IV N r\ 

DOSAGE (total) 

PHYSIOLOGIC VARIABLE! 

33 nrn&. 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 
O^fW^ o^ C£^L^ *!s #   M^i *   Ok 

0.8 i, 
C3%? y 

0. 16 11 o^Vo 
0. 25 * i o£ i r *^ 
0. 33 'i o^ro 

0.42 * \ ^* rr 
0.50 : 0 ^ j^ 0<1 c3^ •*H *  fOS) •<jV 
0.58 >\ <$ foT 
0.66 I, 

e><\ <o 
0.75 'I 0°kj!T oiir *c^ 

0.83 1 

G^Xo 

0.92 1 o^ar 
1.0 , oT^o 0«?lo *^o * KJ$ 

1. 33 '. orro <^ ro #cfo 
1.66 '. /c??n> /o; o *?^ 
2.0 •. frlo /o3^ *na */v£ 

2.5 t 
I (I 0o 1/ <>o 

Mi? 



page   7   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND JPyridosti^ine 

Lietman 
F      M     L 0\Lf 

PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

s nitbJU OB 3-3 O'f oo IV MA 

DOSAGE (total) 

PHYSIOLOGIC VARIAE 

/•3forrv§ 

page   2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3.0 niAiJS* \o => llOo *^ 

3.5 -, \2oc> U <^> 
4.0 i. \x3 ° iaAo *^' # NJ\> 

5.0 'V mo ll^o 
6.0 s N3o lLHo V-fc *   N^ 
7.0 '» i ra o i r 3^ 
8.0 '> U2o ) (^o 

10.0 •v )?io )?3 o 
12.0 ^ 

^L<i 3D c^   2.3 

24.0 tfuvfr O^?o o^i^ *^o * Ni^ 

343 
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INVESTIGATOR'S   NAME PT   INITIAL PT  # COMPOUND  .Pj^dostigcnipe 

Lietman 
a. i. ^ 
F     M     L d^ 

PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRID0STI6MINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.   tt 

D. )H^^^ OS SS" o?r^ PO VA 

*=*-»-' Tr 
DOSAGE   (total) lb .LT^yg 
PLASMA CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml /rnin 

B2B,B59 0 
)H 3ftr^% O%<5L S" O Soi S" 

B28:_£_ B59: P./> 
B29,B60 0.25 

•• oS/o O ci / o 
829 =3,5/ B60s/9^ 

B30,B61 0.50 oc,ar c^ar B30ii9$ B6l!/'.5<7 

B31,B62 0.75 '. O ^ V o 0°)^o B31S/^ B6£:/ao5 
B32,B63 1.0 1 V o *\ s* r o^rr B32:/f^ B63: ^J5 

B33,B64 1. 33 H 
/D15T /oi s~ B33:;ci) B64I £?? 

B34,B65 1.66 >% io3r /oir B34:^ B65: tf- ># 

B35,B66 2.0 t \ / D 5 y^ j&sy B35:/^ *&6: £P? 
B3£ 2.5 >* /i^r ii^r B36:^)^ 

B37,B67 3.0 M i/^5 /; rr B37:/f,£) BB.7ig.35 

B38 3.5 S aar UJ^ B38:/J^ 

B39,B68 4.0 V I arj^ ;^rr B39s//,k B&Stf.5? 
B40 5.0 *> /3rr" nrr B40,/£3 
B41,B69 6.0 V ,<yr'jT ;yry W,J* B69:^5^ 

B42 7. O •v ; rx r i y rr B42:^/£ 

B43 8.0 ' s /6 r ^ /6rr 643:^ B69A:/0,£,3 

B44 10.0 I, /rrr ; s-r-f B44-iyU3_£ n.ci 
* JuM-a^ OJ&aj^^rridtwtu 

344 
/^WdOL^jyttk. 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND _P$n±dos£igniine 

ULetman _a J> _s 
F     M     L 9/y 

PROTOCOL     DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

o_ H3flN& o 8 y r og^r PO J^ /°, 

DOSAGE (total)  ___/_C£^C!2^§ll 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B45 12.0 
)H IfrtJll* Q o s" x ODJ r~ B45: //fe 

B46,B70 24.0 !S""\ftV^ os s' r" O^-T J" B46: -^~ B70s/^3 

w. 

.. 

dbuAjfy- 345 
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INVESTIGATOR'S NAME PT   INITIAL PT   ft COMPOUND  Pxridpstiggane 

Lietman 
F     M     L Oj^ 

PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    * 

2. IS 3o>^ o& i~~S" 08 r5" PO (N f\ 

lie DOSAGE (total)   l^._02l^ll_ 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 
w:\a.jft k! A. *?v # N ^ *7> y 

0.25 o s 1=> «r^ Its * 74 — 

0.50 /, oSar o <r a. r 1G *A^ 

0.75 ti 

o^Vo 0^3 
#T74 

1.0 1 v <^9s"r c^s r *^> Vb 
1.33 ll loi r /01S" 

#04, 
1.66 1, 

/o3r / c>-]S 
#r)i 

2.00 h /o v r ; 0 y r * <?t> **0^ 
2.5 1, /; ar /;J.T 
3.0 »l //rjr >/rr *<^> 
3.5 '. /.M r 
4.0 I( j^srr y^rr #^y *r\j^ 

5.0 /, )irr /1 s r 
6.0 (. /yyr /V-f >*~ #^ #N,'Q 
7.0 i( <nr 
B.O ' \ //rr 

10.0 'i / / r r 
346 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND JPx^^stigpdne 

Lietman 
13^ _S 
F     M     L l)^ 

PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnrnyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

D 1H 0"&M& D 2 5" r o5 r 3- PO BvJ   *\ 

/(* DOSAGE (total)   ij*.i2^£- 

PHY8I0L06IC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 
\ °l l-f&& ox- y r CL& r -*""" Vi^ 

24.0 
\T~$f*&> o 8 ss> oR 3"Jr Nl * »0^ Dk* 

347 
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INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND     Pyridostignine 

Lietman 
F     M     L OiH 

PROTOCOL      DMD 17-85-C-5133-02 

CHEMISTRY 
Laboratory ^X^U Xi^iT^A^ 

Screen Predrug 

TEST:NORMAL ddmmmyy ddmmmyy ddmmmyy ddmmmyy ddmmmyy 

NA:135-148   MEQ/L at i^l •W2 WJ 
K: 3.5-5.0  MEQ/L MH ^•7 ^3 4.Q 
CL:96-109  MEQ/L Jo1! /o 3 >o? /07 

C02:24-30  MEQ/L ^ p b IS ex.   —^ 

SUN:12-85  MG/DL s. I 12. l 5""" \ y 
CREAT:0.4-1.5  MG/DL M> o.^ 1. o l.o 
GLU:70-115  MG/DL S£ ^3' *U n't 
T.BILI:0.3-1.2MG/DL 0.5~ N'b i. o e.5~ 
D.BILI:0.1-0. 4MG/DL 

O. ) O.f 6.C 0 / 

CA:9. 0-11.0  MG/DL 1.? °1  4 Q.4 q-3 
P04:3.0-4.5     MG/DL v.r 3-*y -v.y .1? 
URIC  A:4.2-8.6MG/DL •7.3. £». o s-,3 M"b 
T.    PROT:6.0-8. 5G/DL 6.7 an G.V 4:2 
ALB. :3. 2-5. 3  6/DL ^.•7 H^ *-k H. S' 
AST:0-35   IU/L /V in ( Q. /</ 

ALT:0-30   IU/L '3 ID /o J0 
ALK   PH0S:0-95   IU/L L,^ ^ s- ^£ /?? 
CHOL:151-268  MG/DL 1Z\ «25b 3^? 22$ 
LDH:0-200   IU/L IJ'O. f(a O I4g l^ZL 
CPK:0-160  U/L<male> N s> 5/? \1^ /r-a ) SI 

St udy 

Date 

M ~$ .  c ? k ^^ <3u ./V-A_  <>v- n 
348 
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INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND   Pyridostigmine 

Lietman D 3 i_ 
F     M     L OH 

PROTOCOL DAMD  17-85-C-5133-02 

HEMOTOLOGY VALUES        \.       « 
Laboratory    C\^-frw^«3 -l\_4T?.      ~ \\<yi^Afr-A 

Screen Predrug 

TEST                   NORMAL ddmrnmyy ddmrnmyy ddmrnmyy ddmrnmyy ddmrnmyy 

Hgb 13.9-16.3 \(=>M l&.n /£.? IS. 7 
PCV 41.0-53.0 Ln.3 3 c 3 H%? ^.a 
Pit 150-350 an 3»V 3 3Z J'oS 

RBC 4.50-5.90 4.*) ^o4> 5!ol <V-^ 
WBC 4500-11000 %oo t>Ot)o 7^o^> G£>oo 
Bands £-6% 3 2 .3 H 
Polys 31-76% SLi 5^ ^o ^C 
Eos 1-4% 3 ; ; 

l7 

Bas 
'") O o C> 

Lymphs £4-44% 33 3? 31 3 V 
Atyp   Lyrn o o •2 o 

Monos £-11% S ^ £> ^ 

Other o O O o 

Ret ics 0.5-1.5% KLv> )•/ N.W. A3 

Study 

Date 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND J^ridostigpine 

Lietman 2 H. L 
F      M      L 0\H PROTOCOL   DAMD 17-85-C-5133-02 

URINALY8I8 
Laboratory 

TEST 

Screen     Predrug 

NORMAL ddrnrnrnyy   ddmrnmyy ddrnrnrnyy ddrnrnrnyy ddmrnmyy 

St udy 

Date 

Color/Ap 
±2i ^ 

V o \1 
*g £& _> T 

1^> 
Sp. Gr. 

\.  0 1 °i Al 
PH C^ 6. o S 6.o 
Protein 

<=^ 
,^Y~& _Qc&. 

*• 

,-^-p-y 
Ketones 

-y-g ¥ 
/->i—tf £££A 

* Occ  Bid 

-^ If r~.t-.fi >t/ 

Bili. 
,^-N PA/ ^V 

* 
/^>^y 

RBC 
12. O Q 

WBC O 

Casts O o 

Epi. Cel c » o 
Crystals O ^ O 

Bacteria c o 

ELE CT ROCA RDIOQRAM 

Date 
ddmrnmyy 

NORMAL 
check 

ABNORMAL 
check 

Describe abnormalities 

MMVPL «/ 

madZL  / tyiS tiJitd J,'urf&A«iJ>d 

npH& i/ QwQ    y/lrW  MkijgL jfajrtA// &A Ina L 
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INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND PyriHr.QHgTTrir.P 

Lietman _3 J> i. 
F  M  L ilf 

PROTOCOL DAMD 17-8£-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred 

ADVERSE ONSET CESSATION SEVERITY REL'N TO ACTION 
EVENT (Date/Tirne) Date/Tirne (Check) TEST DRUG (Check) 

« • 
Mild 

• 
DEF. 

• 
None dd mrnrn yy dd mrnrn yy 

• 
PROB. 

• 
Mod 

• 
POSS. 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

« • • • 
dd mmm yy dd mmm yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

COMMENTS (Indicate *t and event) 

351 
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INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND   Pyiidostigmiie 

Lietman 
2t A H 
F      M     L 61^ 

PROTOCOL   DAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmrnyy Procedures 

— 0fc3iu) K, Screening   laboratory 

- /-^ cW frfc History,    Physical   Exam 

0 iS^fo Admission 

3 5IJ5MJ«* (MA? u 
£ e2*/Jflvifo P.O. 

I certify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of \J± pages, for subject # ft I S . 

£) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

dd/mmm/yy Invest igato 
-cc^cri M. D. 
signature 
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INVESTIGATOR'S NOME PT   INITIAL PT  # COMPOUND   PycLdPStigBSCe 

Lietman 
F     M     L D<^ 

PROTOCOL S^SLi-IrSl-Cr5133-02 

Date o 

Date o 

Age 

Sex 

Race 

f   eva 1 uat if%*Qlt J. j/jfo 
!j^ dcL mmm  yy 

f   birth      Ji^L^Jll'zJ 
dd  mmm  yy 

m 

HISTORY 

Examiner 

pr i nt   name       Q 

No Yes Comments 

Allergy y 
Tobacco  Use •y /ftt*y K^y**' 

Alcohol   Use y 3 fau*//i ^ A^ 

Recreational   Drug  Use / flifyUff 

Medications  past   2  weeks y l^uA^^^o^^ 
Experimental   Drug  Exposure • 1/ U^yW^^h^^^v. {JJLS-U/AI* *fa4j 

Blood  or  plasma  donor 
</ 

Prior  Surgery y 
Eye,   ear,   nose,   throat y 
Endocrine(diabetes,thyroid) J 
C-V   (heart   murmur,HBP) y 
Pulmonary   (cough,asthma) y 
Hepat it is,gastro-intest inal / 

Gen i t o-ur i nary y £cM A^ 
Musculoskeletal y 
Neuropsych i at r i c y 
Pesticide/herbicide   use y 
Other </ 

f 

i=;i 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND  gxDLSkstigPiDe 

Lietman 
F     M     L 0>5 

PROTOCOL  D^©_lZd35r£::5133-02 

PHYSICAL   EXAMINATION 
Date 6£r±yj%lp/ 

dd  mmm y\r 

Temperature 

73137 
Pulse Respir Blood Pressure Height (cm) 

_ UK. o 
Wt. (kg) 

_ ~JQ/min •^^/min __ JAi/JZt*. T^ 

GENERAL EXAMINATION; 

(check) Nor. Abn. Provide details of abnormalities 

*l^j^^*~^ /U<t*r<l   ^Ufi Head/Neck 

EENT t/ IF 
Chest,lungs L^' 

Heart 

Abdomen L^ 

Genitalia 

Rectal 

Extremit ies 

^ ^V^^«^^^V^-W Q/&«j£ A,> /w,^ Skin ^ 

Neurologic 6£ i(A*/ed 

CHEST X-RAY 
Date LS./Hf^/J^' 

NORMAL o< ABNORMAL Describe  abnormalities: 

Examiner 
;^t?^ 

print name 
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INVESTIGATOR' S  NAME PT   INITIAL PT  # COMPOUND PyricJostigpoine 

Lietman 
0 A & 

F     M     L 0'5"" 
PROTOCOL DAMD 17-85-C-5133-02 

 : .  

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnrnyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    * 

2 OAV-S* <p<? J£ o *7 ^.X IV K> f) 

>^r~r" ^~ <U> - -a.2. ^ HI  H? DOSAGE (total) ['_3j^rn£ 
PLASMA CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock   Time 

(0-2400) 

CPYRIDOD 

K)G-lir\L 
RBC 
ACHe 

uM/ml/min 

B01,B47 0 
QlOvt-n Si" fro f\ oe^r BOls ^|_ B47!/f./3 

B02 0.08 or o*\n o<7/7 
B02:$,// 

B03 0. IE t, o^a^ O^rXX B03: /3 9 

B04,B48 0.25 i 

<D°tan O1A0 
804 >/W BA8://. 5<2 

BOS 0.33 i. 

6°?^ o°i32 B05ilU 
B06 0.42 0°i 37 01 3 0 BO& :tft0 

B07,B49 0.50 Is 

a>°i*i3 o^z B07t Jf.0 B^'-jO-JC 

BOB 0.58 i 0947 o^7 B08s/^ 

B09 0.66 '. C^5".2 o^52 B09:   f# 

BIO,B50 0.75 '» 0^5^7 r>°i^n »">«?/Jt B50! /£•£? 

Bll 0. 83 < t /£>02 / OCD. 
Blls5-3? 

B12 0.92 f, /Oo7 1 oon B12'3.?£ 
B13,B51 1.0 «, IQIO /OI2 

B13x53D B51: //^ 

B14,B52 1.33 »l /022 /OJJ B14s3<£ B5£://.^ 

B15,B53 1.66 /, i n s a la sD B15:/ ^rt_ B53: h 6j ^ 

B16,B54 2.0 ( 
JH2 n ix Blfc:U3 B5«:/<? •%? 

B17 2.5 '1 n hz i)Hx B17! AB 
V J^^cu- OUSQS^F AJL^r^JdoJjdb^^ 355 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND PyridostignLne 

Lietman H A M- 
F     M     L Pr 

PROTOCOL 0^ 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.   « 

X 2\<W£ n^l^. O^ H A IV M-H 
u 

DOSAGE (total)   {l^sLSHS^' 
PLASMA CONCENTRATIONS 

page  2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDO: RBC 
ACHe 

uM/ml/min 

BIB,B55 3.0 
Q t (V^& U i "i. o \x BlSl^^ B55:/3^ 

B19 3.5 0 .. 
}-XLiD \acia B19: -^ 

B20,B56 4.0 \ 1i a. 11 12. B20: -^ 8561 itf.5 
B21 5.0 '1 \l\\D 14 ia B2H^ 

B22,B57 £.0 " ) S"0 1 3-/2 B22:   ^_ B*7ift.oo 
B23 7.0 ', lb 1 3 /^i a_ B23:_£ 

B24 6.0 >. 1 1)1 ma B24: ^ 

B25 10.0 l( IS o /^/2- B25: J^- 

B26 12.0 \ . 
2L1 10 oil ix. B26: gj_ 

B27t B58 24.0 soV-s* c^iX ^/a- B27:-^ B581/3.// 

or 

^-J^ivur .^^ayx]^ru^W^ 356 
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INVESTIGATOR'S   NAME PT   INITIAL PT  # COMPOUND JBjndjktstignine 

Lietman 1 6L H 
F     M     L 

CA-T PROTOCOL JQAMD_12QS5rC-5133-02 

MEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

o 2l^8t <r_> CK i X o^f a. IV M A 
CJ 

DOSAGE (total)   __1 Jrl„^T!^Sl' 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 
ai^vJtt Ssi   A. o% ay Vr, *<o\> *cA 

0.8 
0 

CD °\ i n o«s \q 
0. 16 oc,^ o°uia 
0.25 (i osai O^ 9L7 (a O 

0. 33 >. o°i^a C^lA 
0.42 

'i o°i 3^ C^3T 
0. 50 .. n°iw0 O^ ^2. *  Lf2 *oi 
0.58 •< o^7 0^7 
0.88 •• O^S2. o^sa. 
0.75 * 1 o^n 0^57 * HK 
0.83 i* lo o2_ iooa 
0.92 - ic^n / c> e.7 
1.0 

t( / o i 'X y O/Q. * 54, *   V^» 
1. 33 «> I oi a *^c 
1.88 K i or a * SZl 
2.0 •- 1? i 3 *6o * jOft 

2.5 ', 
u^ a 

357 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND Jbi&dostiacine 

Lietman s _e> li 
F     M     L 0^' 

PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmrnyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

2 ai^iWt €>C\\0L o^a IV N/ft 

DOSAGE (total)   H 

PHY8IOLOQIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3.0 
Q\~^S\^ 10-12. V3L \2- VjO 

3.5 (, \'U1 (Q. 7 2L 
4.0 ', \3 )2 13 /2 *6c *NJV> 

5.0 * I )H\3. \Hl 2L 
6.0 't ) S" 13 / y/Ji V6 
7.0 /K 

i 6 )2 /6 /c2 
8.0 'I 

\nia m /a 
10.0 K )ca()2 /9/J2 
12.0 '* 

24.0 ^23A^«, O^l^- c?^/2_ *6</ *rv>fc M 

358 
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INVESTIGATOR'S   NOME PT   INITIAL PT   # COMPOUND .S^dostiggirie 

Lietman 
3 ii! 
F      M      L oi r PROTOCOL   DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
i st rat i on   (0-£400) 

End   drug   admin- 
istration   (0-£400) 

Route Bottle 
I. D.    # 

s ^ Jf\M ^g/O o?y^ PO NJ rc\ 

DOSAGE (total) 

PLASMA COMCENTRATIC 

L(jl_jrW 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-£400) 

Actual 
Clock  Time 

(0-£400) 

CPYRID0D RBC 
ACHe 

uM/ml /rnin 

B£8,B59 0 
< iT>»NJ& £>?^n ozcn B£8:_£ B59:/4 <P? 

B29,B60 0. £5 1 , osar &t£ S~ B£9U B60: ^^p. 

B30,B61 0.50 '' r?Mo C>B f-o B30:^ BBl,t4.fb 
B31,B6£ 0.75 t 1 OZ-S'±~ C^jT" 831XSA B6£:/3.4/ 

B3£,B63 1.0 1  , 

O^/o O^/o B3£!713 B63!/P.^ 
B33,B64 1.33 ' ( a °> 3^ <D^Jo B33sA? B&«:   //./* 

B34,B65 1.66 1 o^"o O^X-o B34:/f.£ B65: /fl.5a 
B35,B66 £.0 / 

(OI O / O;o 
B35lti>3 B66:  <?.£J 

B36 £.5 1» /oVo / oVo B36:/Cf^ 

B37,B67 3.0 u 
;//© ///o B37./5J" B67: #^?- 

B38 3.5 tt 

ji 9o //yo B38:/^/0 

B39,B68 4.0 '». Jl/O ;^L/ o 
B39|/J.«Z 

6685 q. ii 
B40 5.0 «. /Jyo y^/o 

B40: /^ 

B41,B69 6.0 -. / V/o /   9/0 841'^2 B69I//.2/ 

B4£ 7.0 i* 

/-T/o /S"/o B42:*?,5£ 
B43 8.0 '. /£/ o /6i o 

B43:^ B69A:/;j4 

B44 10.0 •> 1 fro IflO B44:-£ )3'3?- 
^--WWr AGOOU- /0&nAdXv{&/ 
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INVESTIGATOR'S NAME PT   INITIAL PT   « COMPOUND -PyrLdostigroJ ne 

Lietman a fl h 
F     M     L 

d»r PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmniyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

5" ^TOftN^I 0£/0 o 27 o PO 

DOSAGE (total) l!^£lH}$.. 

PLASMA CONCENTRATIONS 
page £ 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/rnl/min 

B45 12.0 
^DW«J* Poi ^ OOlo B45i _£L 

B46,B70 24.0 rjTlWrt off;Q 0 27o B46:cj(- BTOl^Jf 

r 

*ilu i&LLLAL ooa X] 9/nAiHiicn / 
Tf,n 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND Pxridgstigpine 

Lietman 
F     M     L d,sr PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin— 
i st rat i on   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

£ 2Hy\u& o£vo C^/o PO KJ f\ 

l(o DOSAGE   (total)       lbk!JlD&-L 

PHYSIOLOGIC  VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 ^H'XtNtt o'g&n <^o? *»5^ #AJ 'b •v 
0.25 '• <^9^ r o*o q *sj? ^ 

0.50 / t O^o c&9* #«0\ *ot 
0.75 • . 

^S^r nSSJT fco 

1.0 « 1 

O °\ I o O^(o *6^ 
1.33 '• r-^- Of Jo #£4< 

1.66 1 O^JTo oqyo *6o 
2.00 '. 

Jo ) o /o/o •67* #   N^ 

2.5 * t /CD  ^° /'ofo 

3.0 /, 
I ) / a ///o * 6c 

3.5 1 }} TO //fo 
4.0 

>1 /2/a )£-/o *6^ *   tJ^ 

5.0 '( I J/o /3/D 
6.0 A Ity/a /^/o *6<£ #Kv a 

7.0 / / J"*/ o i r (o 

8.0 'l /1?/& /£/£ 

10.0 1 • 

iyt* /r fo 

361 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND  _Pj^^stigpine 

Lietman 3. &J& 
F     M     L &u- 

PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddrnrnrnyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
istration (0-2400) 

Rout ( Bottle 
I.D.    # 

5   atf^tvsx, og /o o57 PO ytj 
lb, DOSAGE   (total)       ijlJ^H^.'. 

PHYSIOLOGIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddrnrnrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 
PY.OAt'Jfc 3olo c5-«M ^> 

#t^ 

£4.0 
2J^& 0#7a Ofri 3 *   6>0 

362 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND Pyridostignine 

Lietman 
F     M     L tif PROTOCOL DAMD 17-85-C-5133-02 

CHEMISTRY 
Laboratory _\J BJ^U^ HW^ 

Screen Predrug 

TEST:NORMAL ddmmmyy ddmrnrnyy ddmmmyy ddmmmyy ddmrnrnyy 

NA:135-148   MEQ/L 1^ 15 a l^o 
K: 3.5-5.0  MEQ/L 

^ H.-3 H.\ 
CL:96-109  MEQ/L 

lO^ i; L 1 o4 
C02:24-30  MEQ/L 3L zn 2 *' 
SUN:12-25  MS/DL \n n J^ 
CREAT: 0.4-1.5  MG/DL \. o l.l l.l 
GLU:70-115  MG/DL s 3 C|H fra 
T.DILI:0.3-1.2MG/DL NT> o.S J.i=> 

D.BILI:0.1-0. 4MG/DL o.l o. j Co 
CA-.9.0-11.0  MG/DL to. a /o.3 °i .5 
P04:3.0-4.5     MG/DL H. 2 3 C <*. o 
URIC  A:4.2-8.8MG/DL 5T.2 1.3 £ .</ 
T.    PROT:6.0-8. 5G/DL *}. 3 n.i &. ? 
ALB. :3. 2-5. 3  G/DL •V.7 HX </ r- 
AST:0-35   IU/L n £"7 '°i 
ALT:0-30   IU/L '3 i 1 & 

ALK   PH0S:0-95   IU/L ^i- S3 3"/ 

CHOL:151-268  MG/DL ni )%1 /?J~ 
LDH:0-200   IU/L fO 7> j^v^> /a-3 
CPK:0-160  U/L(male) (V/f5 7?^ £ 4 2 1*7/ /a. s- 

St udy 

Date 

363 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND Pyridostigmine 

Lietman 
F      M      L 

)\r PROTOCOL DAMD 17-85-C-5133-02 

CHEHIBTRY  VAUJEtfc 
Laboratory      _\^r>—r-o \H^' 'Jb 

Screen Predrug 

TEST:NORMAL ddmmmyy 

jjy\  
ddmrnrnyy ddmmmyy ddmmmyy ddrnrnmyy 

NA:135-146   MEQ/L 
v3*7 

K: 3.5-5.0   MEO/L ^o 
CL:96-109   MEQ/L /o2 
C02:24-30   MEQ/L 3 5- 
SUN:12-25   M6/DL ia 
CREAT:0.4-1.5   MG/DL 1.1 
GLU:70-U5   MG/DL ^2 
T.BILI:0. 3-1.2MG/DL 1.2. 
D.BILI:0.1-0.4MG/DL G.es 
CA:9.0-11.0   MG/DL °i.l 
P04:3. 0-4.5      MG/DL H.3 
URIC   A:4.2-8.8MG/DL £ -<? 
T.    PROT:fc.0-8.5G/DL 6-3 
ALB. :3. 2-5. 3   G/DL «tsr 
AST:0-35   IU/L /1 
ALT:0-30   IU/L >*f 

ALK   PH0S:0-95   IU/L *a 
CHOL:151-268   MG/DL 2 (Si 
LDH:0-200   IU/L 

^ 

CPK:0-160  U/L<male) i&< 

St udy 

Date 

364 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   Pyridostigmine 

Lietman 3. & VL 
F     M     L 0* PROTOCOL DAMD  17-85-C-5133-02 

HEMATOLOGY VALUE! 
Laboratory __^r!La^Jl\«^K-^> U^t^ M 

Screen Predrug . p_s J>Aun 

ddrnrnrnyy ddrnrnrnyy 
1   1 ^V^ijff 

ddmmmyy ddrnrnrnyy TEST                    NORMAL ddrnrnrnyy 

Hgb 13.9-16.3 15.1 l«f.3 IV.4 13  $• 
PCV 41.0-53. 0 V2 2 *Y/J 42. / ^o.J 
Pit 150-350 3.V1 ^?o ^5^- i^ 
RBC 4.50-5.90 4.73" •f 74. ^. 5" a </. D- c, 
WBC 4500-11000 S"?Oo i'CDO 4^c3o 4(^,00 
Bands £-6* C= C J n 
Polys 31-76* gl 4 L 5 / 4^ 
Eos 1-4* '2 Cz> 1 / 

Bas o C? O cr> 

Lymphs £4-44* 3 r HI WL V/ 
Atyp   Lyrn / cD \o o 
Monos £-11* h s 1 7 
Other o o o c 

Ret ics 0.5-1.5* vb u^ aefr- 2. X 

St udy 

Date 
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INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND   Pyridostigpriiie 

Lietman _0 A (± 
F      M     L 

0\C PROTOCOL   DAMD 17-85-C-5133-02 

TEST 

URINALY8I8 
Laboratory _ 

Screen  Predrug 

NORMAL ddrnrnmyy ddmrnrnyy ddmrnrnyy ddmrnrnyy ddmrnrnyy 

Study 

Date 

Color/Ap .c Q.W o-a./* _£ r^QJ-^ £fi tr^f- NJ ^ 

Sp.    Gr. 
L-SLl I ^v L^l!2 L-SuLa 

pH r.o 6 Cl> S. o 7 ^J 

Protein 
Or ^ •^Y^ if ^v^Q- t Ketones 

CP 

'AA- QJU f j^^ 

^^e- 
r^c~-a~f 

Occ     Bid 

Bili. 
Ot-g- Cx*C4U t 

T -ao*^- 
iQcaa^ 

RBC o c o 
WBC 

-—to- 

Casts 
O O 

Epi.    Cel c o o 

Crystals c3 O o cO 

Bacteria o £> 

ELECTROCARDIOGRAM 

Date 
ddmrnrnyy 

NORMAL 
check 

ABNORMAL 
check 

Describe abnormalities 

vs 3f^J£ y jjuiL t ziy^ft' v QJ&^&LM   $T-r CJl/lmAla> r  /m*   CLmJIf/) Lrfr 

ar>^ y 

366 
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INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND J^ridoaLi^nine 

Lietman 
F  M  L o r PROTOCOL DAMD 17-8£-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred 

ADVERSE ONSET CESSATION SEVERITY REL'N TO ACTION 
EVENT (Date/Time) Date/Time (Check) TEST DRUG (Check) 

# • • • 
dd rnrnrn yy dd rnrnrn yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

# D 
Mild 

• 
DEF. 

• 
None dd mmm yy dd mmm yy 

• 
PROB. 

• 
Mod 

• 
POSS. 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

COMMENTS (Indicate # and event) 

367 
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INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND   Pyii^stigmme 

Lietman 
I_ L A 
F      M     L 0l<o 

PROTOCOL   EAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmmyy Procedures 

CJ?" 
Screening   laboratory 

— History,    Physical   Exam 

0 
a^jfttjj* 

Admission 

3 SUTWJH K; 

^ 2<-»^lO& ^* 

I certify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of ^j"""  pages, for subject # f*!)/ U . 

2) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

M. D. 
Invest igator ure dd/mmrn/yy 

368 
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INVESTIGATOR'S NOME PT   INITIAL PT  # COMPOUND PxcidpstigmDe 

Lietman 
F     M     L 

m PROTOCOL  DM© JI-§5_-Cc5133-02 

MEDICAL HX8T0RY      /? 

Date of evaluation Q[fj5_/f(p Examiner .^^^I^^SfSy^1/ 

Date of birth     0>/£*~'AJQ pr 

Age 

Sex 

Race 

dd  mrnrn  yy 

dd   iwiirn   yy 

_<2 yrs 

ft 

3 

print name 

No   Yes   Comments 

Allergy / 

Tobacco Use 
«* 

fl» 
/ 

Alcohol Use / / otfi tnatuUr Licitk f - 
Recreational Drug Use fccauti, Mc< 3I{UMJ.   />• J // ̂  "t;. 

Medications past 2 weeks l/ 

Experimental Drug Exposure 
u/rt 

Blood or plasma donor </ JaM  Ctt  I9SS 
Prior Surgery y VnixUt&L AC'ituCL^tg 0^,-f 

Eye,   B»r%   nose,   throat Q&ie&S   * i'5tnj 

Endocrine(diabetes, thyroid) l/ 

C-V (heart murmur, HBP) / 

Pulmonary (cough,asthma) 

Hepat it is,gastro-intest inal / <Zuffoicfr-U4 

Sen i t o-ur i nary 
1/ <f£   qvL Csitfc 

Musculoskeletal 1/ 

Neuropsychiatric 

Pesticide/herbicide use 

Other 

369 



page  3  of   15 

INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND  PxEWkstLgBSBe 

Lietman V   L.   & 
F      M      L d/fc PROTOCOL DflMD.12d55r£=5133-02 

PHYSICAL EXAMINATION 
Date Qj_i'l~>_t'£Jo 

dd   mrnrn   yy 

Temperature Pulse Respir Blood Pressure Height    (cm) Wt.(kg) 

_32. .H CLL /rnin '£?/«! in J£L<k-'-Z?.- tQb . o /of.S 

(check) 

GENERAL   EXAMINATION: 

Provide  details   of   abnormalities Nor. Abn. 

Head/Neck </ lafite ZC&& 0~>   lJc£<   -from, -fctfttm^   /cff^ 

EENT y &&ld. ta.t/u-'Hfr Cpi€eced~? ^) 2A<,££h£t 

Chest,lungs / f CM- C-tfvt ^u<it  &) aw ^Ikt-iacu-  ^et'Kx—• 

Heart 
\y' 

Abdomen 
/ 1ih\l2tUc{LL w>y>u^%/ur <zaii > 

Genitalia fU ) 
•   j 

Rectal m P 
Extremities 1/ 

xiv<x /ynjL(Ludl   <X3htct(Lj •jzxri, ijuftiuc-iUf 

Skin 
1/ 

0                                                           J 

Neurologic s 

CHE8T  Xj-RAY 
Date  Li/JUft^£t 

NORMAL 
^ 

ABNORMAL Describe  abnormalities: 

Examiner 

1& 
print   name 

370 
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INVESTIGATOR' S NAME PT   INITIAL PT   # COMPOUND PjnridostigpiLne 

Lietman F     M     L Olic 
PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmrnyy 

Start   drug  admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    ¥ 

gujtoifb OQ((p 04 4 C IV fvjft 

)jdc     43-4MJ3 1.33 DOSABE   (total)       il^lil_/223^ 

PLASMA CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID03 

iOG-ffifL 
RBC 
ACHe 

uM/ml/min 

B01,B47 0 AIJAN& 0% 16 0?J5 BOl :    ±1/ 8471 an 
B02 0.08 012' 0CU>{ B02s ffo 

B03 0. 16 i' 0cl2(e OclX» B03t/0ff 

B04,B48 0.25 t, oqdi Oc't>{ B04i^^ B48:/C/54 

B05 0.33 ' Cc/3& r)CM» 
B05s/f£ 

B06 0.42 a 0ci4l 0041 B06:/#4 

B07,B49 0.50 QQ4<* 0945 B07i^/#(5 B49:  ^.35 

BOB 0.58 n 0$S 1 0«5( BOS: n0 

B09 0.66 it 0C(5G rA4*> •Miglf 
BIO,B50 0.75 a loot ino I 

810110,9 B50: Cf.gS 

Bll 0.63 
it took U)hL 

BlltUo 
B12 0.92 11 /off mil B1ZtSSJ 
B13,B51 1.0 10 lb in 1 b 

B13*^5 B51i lo.Ji 

B14,B52 1.33 11 lodb 1036 B14:^£j B52s M% 

B15,B53 1.66 > 10 6b h)5tr. B15:/.47 B53:   //(/4 

B16,B54 2.0 t , 

\\\b Hit? B16:^L B54:   \\.lQ 

B17 2.5 i It 4k 1(40 M*«AOS 
^'mjJbOMjb^ 371 
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INVESTIGATOR'S  NAME PT   INITIAL PT  # COMPOUND PyridostignLne 

Lietman TL 4r_ PL. 
F     M     L blip 

PROTOCOL •® 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    * 

A 5<JfrJ& OQlU n44b> IV kf\ 

DOSAGE (total) 

PLASMA CONCENTRAT 

[, 33/Tn£ . 

page  2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B16,B55 3.0 &3tesfr j9.i(p \M B18: ^ B55! II. M> 
Big 3.5 (' 194b CI4L B19:^_ 

B20,B56 4.0 \%lb> Iblk B20:j^i B56: Q-SC 

B21 5.0 / rt-li* (M Bait jfe. 

B22,B57 6.0 
\6\le Mb B22: vii B57s/^,5/ 

B23 7.0 
/• llolb Ibllc B23: _£_ 

B24 8.0 it ! 1IU au B24:^_ 

B25 10.0 
i/ Kill? \c\\b B25:^_ 

B2& 12.0 (i cOJiio Mb B26: ^_ 

B27,B58 24.0 
AOUMOS? 041U nm B27:^ •»»/aa* 

Juayurja^QAj/ Ah^^uMMUU 
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INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND     PyrirJngHgrrir^ 

Lietman 
F     M     L Old: 

PROTOCOL JMMD_12Q&5-C-5133-02 

MEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
istrat ion   (0-2400) 

Route Bottle 
I.D.    «* 

A SHJW& OcWb £><746 IV Nt) 

DOSAGE (total)   LL^.^iC[^l 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bprn 

Hand 
Grip 
L/R 

Coord 
Test 

0 
rt< Jn'J U OS IS o?\6 #^ * (0(D **£ 

0.8 
\i oqit w 

0. 16 
r OcQb (Aln 

0. 25 i Mil ($6l * to 
0. 33 

i M& rPi& 
0.42 i{ mi cm' 
0.50 11 o44fc CMA •^ • H$ * <*. 

0.58 
II mz\ n^iS' 

0.68 u M5k Cfl3b 
0.75 

\l tool loot *?4 
0.83 ll \rrtn io(i* 
0.92 ll IGll foe 
1.0 \f)lb I'')! (n •ft' VO 
1. 33 lf)3(r \tik *^ 

1.68 \u5to h5(o #W 
2.0 If   \io II 1(4 *?<?- •Mti 
2.5 Il4fo l(4fa 

373 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND Jboidostiacine 

Lietman H L. 6. 
F     M     L Ol(e 

PROTOCOL    DAMD 17.-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmrnyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

X AlJfolft OQlb O^iMo IV A/fl 

/,3a DOSAGE (total)   LL^ILCCC^ 

PHYSIOLOGIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3.0 JlJMft Mk\U \M •?.?• 

3.5 ' I a^ a€ 
4.0 I \h\lsO \h\\c •% *^^ 

5.0 •'! f4to m 
6.0 i 

\5lL \6\L 
*%• 

• MQ> 

7.0 Iblb Mb 
8.0 l| 

\>\\D \m 
10.0 ll \m \c\\(c 
12.0 li Alllo 3l If: 
24.0 &JAtd fk QQlio oQito •12- •NJ) * c/n- 

374 
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INVESTIGATOR'S   NAME PT   INITIAL PT   ¥ COMPOUND .P^dostignirie 

Lietman 
71 1*. £L 
F      M     L by 

PROTOCOL   DAMD 17-85-O5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  adrnin- 
i st rat i on   (0-2400) 

End  drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

6 #4 -m ft 0*73 OffV3 PO Hfi 

DOSAGE (total) 

PLASMA CONCENTRATIONS 

lb ^2^2: 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/rnin 

B28,B59 0 ,94 MN So CSIC 6% 10 B28:^( B59: \drtt 
B29,B60 0.25 /' 0$2t OSM B29: -^r B60s ais 
B30,B61 0.50 om c&3 B30:^_ B6l!/c5.?^ 
B31,B62 0.75 o&$ 086g 831 •   *- B62«/P.^ 

B32,B63 1.0 )• 
W/3 oqi3 B3£:^ B63:/«9.&? 

B33,B64 1. 33 M& ohi B33:A47- B64:/5<45 

B34,B65 1.66 MS5 0153 B34:   3fc B65:/l^4 
B35,B66 2.0 > fO/3 t0l3 B35:/p.a. B66:/C% 

B3& 2.5 1045 toil B36:5.C)0 

B37,B67 3.0 III? 11/3 B37,39£ B67:/(J ^ 

B38 3.5 (l 114$ llii 
B3Q:£3o 

B39,B68 4.0 H IZiZ W3 B39:?^ B68:ia^4 
B40 5.0 ll fill I3i3 B*°'?m 
B41,B69 6.0 II J4i* ' 1413 **ut.£ B69:/C./> 

B42 7.0 i / n 1 1 I6i3 B42! Ul 
B43 8.0 tbtd 1(03 B43: %Q B69A:/0^0 

B44 10.0 ii \M i!li B4*: 5.3o \\M 
4 -bd&ur ^^^yot^n^M^/ 375 
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INVESTIGATOR'S  NAME PT   INITIAL PT  # COMPOUND     PyTJ(instlgm3Tip 

Lietman H L L 
F     M     L Dilfi 

PROTOCOL     DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    « 

5 auwffi Dili) osu PO /\M 

DOSAGE (total) 

PLASMA CONCENTRATIO 

/(p/rr\x>_ 

page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Act ua1 
Clock Time 

(0-2400) 

CPYRIDOD 

fl)G/tyL 

RBC 
ACHe 

uM/ml/min 

B45 12.0 S#JM& ao 13 iL B45.^ C^2J / _>r '^<- 

B46,B70 24.0 &bJh*)fo om 0 $ 13 B46:   xt_ 8701 /P.?? 

2 

<jt,  Lli UL^ /loo. 111 Atfj f\^(ffjjJ~LL 
11C ^ 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND Pyri^stigimne 

Lietman 1>  L. t 
F     M     L bib 

PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   adrnin- 
i st rat i on   (0-2400) 

End  drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

6 gbSbtiV* 0%i3> OS (3 PO A/A 

DOSAGE (total)   _„f!2^_ 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 54 M ^ OftL 08IC *FC *^ *£>*__ 

0.25 fi cm QZ28 * 9l> -~ 

0.50 ,/ cm 3 om #7-5- Vo # OK- 
0.75 0?& 0Z6? *%0 
1.0 •// 

C£i7D Cfl/3 *fr 
#   p. o 

1.33 f. 0</33 tf33 *<fc 

1.66 i (fi6$ 0963 *£f 
2.00 V loll (0l3> *76 * fOv; 

2.5 '/ 1041 lOfe 
3.0 /, fill 1113 •^ 

3.5 // H4Z 1143 
4.0 ti aG IZIA •% *W& 
5.0 u ,1/3 Ml 
6.0 1: Wl I4i 2 *Qc * m 
7.0 i4/3 I6I3 
8.0 lb'5 ilcli 

10.0 
•• If/3 I?, I7) 

377 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND _Px?2-dosti^miie 

Lietman 
D  L-   Pi 
F     M     L bib 

PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnrnyy 

start   drug   admin- 
istration   (0-£400) 

End   drug   admin- 
istration   (0-£400) 

Route Bottle 
I.D.    # 

$ WM re- OS \b O B[l PO A/# 

DOSAGE (total) 

PHYSIOLOGIC VARIABL 
page £ 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock   Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 !4JbnJ tb ^7/3 £otb V* 
£4.0 $&&*>$ fXlh oS/5 *m #K,'b 0A 

378 
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INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND Pyridostigpdne 

Lietman "P- y. >2- 
F      M      L MIP 

PROTOCOL DAMD 17-85-C-5133-02 

CHEMISTRY VflLl 
Laboratory Qk ^L^Jkfe* lU*fd^ 

Screen Predrug 

TEST:NORMAL ddmmmyy ddrnmrnyy ddmmmyy ddmmmyy ddrnmrnyy 

NO:135-148   MEQ/L /42 141 I3F 
K: 3.5-5.0   MEQ/L 5' / 4,5 3.Q 
CL:96-109   MEQ/L 

/** 10 5 /OS 
COS:24-30   MEQ/L *? ^ Q4 
SUN:12-25   MG/DL /f i4 J2- 
CREAT:0.4-1.5   MG/DL 

/. > 0,1 /• o 

GLU:70-115   MG/DL 03> ^ /Si 
T. BILIlO. 3-1.2MG/DL ti.G 0.9 o-i- 
D.BILI:0.1-0.4MG/DL 0-/ 0>0 O.J 
C0:9. 0-11.0   MG/DL 

lO>(e 9<9 /D- / 

P04:3.0-4.5      MG/DL 3<3 u 3''^> 
URIC   0:4.2-8. 8MG/DL b.J 5,4 5<6> 
T.    PROT : 6. 0-8. 5G/DL ?<1 ?-4 9-3 
OLB. :3. 2-5. 3   G/DL 4<b 4,3 4.5 
0ST:0-35   IU/L &1 &2 £l 
ALT:0-30   IU/L 

& 23 )4 i 

ALK   PH0S:0-95   IU/L 44 41 43 i 
CHOL:151-268   MG/DL £00 KH m 
LDH:0-200   IU/L 146 I4Q 145 144 /S5 
CPK:0-160   U/L(male) A'D c*3$' aa* //> £0? i 

Study 

Date 

379 
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INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND PyridostigptLne 

Lietman 
F      M      L Wt 

PROTOCOL DAMD 17-85-C-5133-02 

CHEMISTRY VALUES 
Laboratory L^JL^kph-^ ib^Lfd** 

Screen Predrug 

M— ^a Q5Jhn$b 
TEST:NORMAL ddmmmyy ddrnrnrnyy ddmmmyy ddrnrnrnyy ddrnrnrnyy 

NA:135-146   MEO/L l4o 
K:3. 5-5.0   MEQ/L 4' 1 
CL:96-109   MEQ/L 101 
C02:24-30   MEQ/L £9 
SUN:12-25   MG/DL i^ 
CREAT:0.A-1.5   MG/DL h i 
GLU:70-U5   MG/DL ?k 
T.BILI:0. 3-1.2MG/DL o>? 
D.BILI:0.1-0.4MG/DL o.t 
CA:9.0-11. 0   MG/DL 10.0 
P04:3. 0-4.5      MG/DL 3- G 
URIC   A-.4.2-8. 8MG/DL 5,5 
T.    PR0T:6.O-8. 5G/DL ?.f 
ALB. :3. 2-5. 3   G/DL 4.? 
AST:0-35   IU/L /<? 
ALT:0-30   IU/L /3 
ALK   PH0S:0-95   IU/L 42 
CHOL:151-268   MG/DL ICI5 
LDH:0-200   IU/L m 
CPK:0-160  U/L<male> &4l 

St udy 

Date 

380 
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INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND   Pyridostigmine 

Lietman D     L A 
F     M     L 0/6 

PROTOCOL DAMD  17-85-C-5133-02 

HEMAT0L06Y VALUES -/      /; 
Laboratory j2:^_^^*W 

I/' JrJ 

St i.idy <->_.. gpC- 

.   ^-                                      //H fr €   <V V-A y ^O v>"—- 

ddrnrnrnyy 

,d. Th.i<»y 

ddmrnrnyy 

-A-.'I  rii,, ff, 

ddmrnrnyy TEST                   NORMAL ddrnrnrnyy ddmrnrnyy 

Hgb 13.9-16.3 14-1- /4.6 14. 1- 
PCV 41.0-53.0 4-2,4 433 4.4 6 
Pit 150-350 &\3 afs £y> 
RBC 4.50-5.90 4.. 9 4,9 4 & >• 

WBC 4500-11000 £?<?0 (nOOO 1%nn 
Bands £-6% 

/ •5 
Polys 31-76% SU 3/ 4 7- 
Eos 1-4% 4 6? 
Bas / c> c' 
Lymphs £4-44% &>5 59- 52- 
Atyp   Lyrn 0 / 

Monos S-11% s 
& 

/J /o 
Other 0 0 0 

Ret ics 0.5-1.5% \0 "b. HU i>> 

Date 

381 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   Pyridostigmine 

Lietman H k it 
F     M     L Olio 

PROTOCOL   DAMD 17-85-C-5133-02 

URINALY8XB VALUES 
Laboratory 

Screen Predrug 

TEST                    NORMAL ddmmmyy ddmmmyy ddmmmyy ddmrnrnyy ddmrnrnyy 

Color/Ap 
OkiJL' i\dlcd) Ljaflfod 

Sp.    Gr. \-bX\ 
1 U/<? l<&8 

pH 1.0 (vt &,G /><C 
Protein fence, tflfttO kftf Ha 
Ketones w f lit. 

J 
Occ     Bid 0 

rM] 
J 

Aid rUVj 

Bill. 
7 

fit? 
J J 

RBC 
•i J J ^ 

£ 
WBC e & <V £-/ 
Casts £ # A Jd 
Epi.    Cel £> is £ ^ 

Crystals b > £ £ 
Bacteria 

& ^ & er 

Study 

Date 

ELECTROCARDIOGRAM 

Date 
ddmmmyy 

NORMAL 
check 

ABNORMAL 
check 

Describe  abnormalities 

r^o^ U 
/ 

»Ji/, IL y 

iSJuiU y 

382 



page 15 of 15 

INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND TyriringHgminp 

Lietman 32 L A 
F  M  L m PROTOCOL DftMD 17-8^-0-5133-02 

ADVERSE EXPERIENCES 

check if none occurred 

ADVERSE ONSET CESSATION SEVERITY REL'N TO ACTION 
EVENT (Date/Time) Date/Time (Check) TEST DRUG (Check) 

# • 
Mild 

• 
DEF. 

• 
None dd mmm yy dd mmm yy 

• 
PROB. 

• 
Mod 

• 
POSS. 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

# • • • 
dd mmm yy dd mmm yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treat merit (0-2400) (0-2400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

COMMENTS (Indicate # and event) 

383 



page 1 of 15 

INVESTIGATOR'S NOME PT   INITIAL PT  # COMPOUND J^Ylidostigrine 

Lietman F     M     L bi^ 
PROTOCOL   DAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmrnyy Procedures 

— H^/fr) &i> Screening   laboratory 

— c&JTWfo History,    Physical   Exam 

0 ^JW^ Admission 

a ayTmJJ6 XvJ 

5 3(xm*Jfl i   0C/H- 

I certify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of \jbL pages, for subject #Q 1 " . 

2) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

Invest igator ure 
M. D.     2ifr iK/8 

dd/mmm/yy 

384 



page   £   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND ExcLsbstigpsse 

Lietman b        LU 
F     M     L 0/? PROTOCOL   DW$)_12-§5_-C-5133-02 

MEDICAL HISTORY 

Date  of  evaluat ionl^/^5y2fj£> ^=s^      Examiner  _ 
dd  mrnrn yy 

;%T> 

Date of  birth     MM&t/•£&/£1 
\Z      dd   mrnrn   yy 

pr i nt   name 

Age 

Sex 

Race 

_cx_/_yrs 

JO. 

No       Yes       Comments 

Allergy 
iS 

Tobacco  Use ^ 1 itopjC 

Alcohol   Use iX (f pad-/ /.ir€c-k. 

Recreational   Drug  Use X 
i 

Medications  past  2 weeks 
\/ 

Experimental   Drug  Exposure y CjltU.-^^A>  C_*/tfXtfl-1CO\'< 

Blood   or  plasma donor 

Prior  Surgery 
y/ 

//)> fi   e Acuct-nii,^   tf=> i 

Eye,    ear,    nose,    throat 
}/ li£j J/CQI sU»tcM> 

Endocrine(diabetes,thyroid) 1/ 

C-V   (heart   murmur, HBP) 
\/ 

Pulmonary   (cough,asthma) v/ <3»-><2ke/l'3    &lA<2k 

Hepat it is,gastro-intest inal iX 
Genito-urinary y &t    /<?<?> 
Musculoskeletal 

i/ 

Neuropsych i at r i c 
\y 

Pesticide/herbicide  use i/ 

Other l/ 

385 



page  3  of   1! 

INVESTIGATOR'S  NOME PT   INITIAL PT  # COMPOUND PxEWtostigPine 

Lietman £ :_ UL 
F     M     L 6/? PROTOCOL B^fl)_lZd85r£z5133-02 

PHYSICAL   EXAMINATION 

4> dd   rnmrn   yy 

Temperature Pulse Respir Blood   Pressure He i gt>t    (cm) Wt.(kg) 

J4&_ c _  £-^/rnin J l^/miri '2+ / s> a &£L.£L 1    /74-.0  1 

(check) 

GENERAL   EXAMINATION: 

Provide  details   of   abnormalities Nor. Abn. 

Head/Neck 
i 

EENT S 
Chest,lungs s 'Tye-fbe.mitU   of C'hes-f-   UMLlf    <*£ (&   ^>nA   /nrek:C(£T<iL 

Heart 

Abdomen s 
Genitalia -ju. 
Rectal •71 V 
Extremit ies \S 

Skin IS* 7kh/os & &•*&, (t^ a,v*, (p hand; $r/Lv/#) /hett/a.C A 

Neurologic 
\s 

CHEST   X-RAY 
Date 3Q/h>£Jf$J 

NORMAL 
& 

ABNORMAL Describe abnormalities: 

Examiner 

print name  ^ 

386 



page 4 of 15 

INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND Pyridostigmne 

lietman 
L. •_ li. 
F     M     L 6P PROTOCOL DAMD 17-85-C-5133-02 

 : . 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I. D.    # 

f\y £lJ)H)$(e 6ZB5 o°\&^ IV AfPr 
o 

I 

DOSABE (total) 

PLASMA CONCENTRATIONS 

/. 2>a ¥$ 

Hfr u, uM ;    n I. (. U 
Sample 

No. 
Schedule 

Time 
(hours) 

6 
Date 

ddmmrnyy 
Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/rnin 

B01,B47 O $4$j*t»#D CjSCf, fiZcS B01: ^_ B47:/5, ?? 

B02 O.OB 
M4L C®c 

B0£s?^f 
B03 0. IE r X45 cm 303:^/7 

B04,B4B 0.25 n of5c 0$6c B04i/^ B48:|3,/^ 

BOS 0.33 
<• C $55 cses B05S/^ 

B06 0.42 >. CMc L CC1CC B0&i/U 
B07,B49 0.50 t. 

f.Qc 5 0clc5 B°7«2C,7 B49: //. f> 

BOS 0.58 
t OQtC nQid Boei/o,/ 

B09 0.66 ., oqis DCD5 B09,<g,(fa 

B10,B50 0.75 ii 0Q2G oq^c *l°*6tf{, B50: //.% 

Bll 0.83 i, f:Q35 oqjs Bll"5.2X 
B12 0.92 nQ3c mih B12«3#Z 
B13,B51 1.0 1, m?6 C4S5 B13s3./0 B51:  /;  ?5 

B14,B52 1.33 > 0Q55 M6S B14s«? B52: | 3, }^ 

B15,B53 1.68 i 

lfji5 inrt B15:/,f/ B53:   /4_3, 

B16,B54 2.0 '. \nP6 m35 BIG:  -yl B54:   (4.^4 

B17 2.5 II JD IIQS B17: _> 

^ IRuSItr'   /CUXtfUf   /OJU^MXdtu^y-       387 
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INVESTIGATOR'S  NAME PT   INITIAL PT  # COMPOUND Pyridostigmne 

Lietman L -. ILL 
F     M     L ft 

PROTOCOL •® 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.   # 

^jfttO&ic ntes o °i o^r IV 7lfi 

DOSAGE (total) 

PLASMA CONCENTRAT 

['j3§_/yri4j 

page  2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock Time 

(0-2400) 

CPYRIDOD 

VCT/NL 

RBC 
ACHe 

uM/ml/min 

B 18,855 3.0 ^opttjSh IL65 
H& B18: Jc B55:/6.66". 

819 3.5 it !<}o5 1905 B19: y. 

B20,B56 4.0 < i:H5 /?& B20s Aj£ 
B56'/S.^ 

B21 5.0 • /335 t&6 B21i  y 

B22,B57 6.0 (430 I4& B22:   v B57!/5-l69 
B23 7.0 !5d6 1635 823:    vf. 

B24 8.0 1; IM6 (k>26 824: ^ 

B25 10.0 (, tt& ffB6 B25:  * 

B26 12.0 
II 2025 2025 B26:_3k_ 

B27,B58 24.0 asjirt dfdS 0815 B£7,^ B58: {$,$?> 

/CkA/MMs    4juTJ&tuMty. 



page  6  of   15 

INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND     PyT-iA-.gHgnrJTvi 

Lietman F     M     L    IIK 
PROTOCOL   DAMP 12Qa5zC-5133-02 

HEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End  drug  admin— 
i st rat i on   (0-2400 > 

Route Bottle 
I.D.    « 

£ a?JfiM fo rZ35 O °\ O S' IV TiPr 

DOSAGE (total) _AL^>Q.ST2& 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bprn 

Hand 
Grip 
L/R 

Coord 
Test 

0 &M& OS OS OfO 5 *5c *t^> *<?*- 

0. B /. 

0. IS /, 

0. 25 /' C S5c 0S5o «5o 
0. 33 

0.42 

0.50 /•• Ccu5 04o5 «5?- *|0^ •fit. 
0.58 

0.66 i' 

0.75 a DQ2o 09^0 *6o 
0.63 l< 

0.92 1' 

1.0 if 

M35 nq2>5 *t>4 * Vi^ 
1.33 0955 0955 *?o 
1.66 HI 5 lot 5 *isA 
2.0 • 10 55 10^ *M *y)$ 
2.5 

389 



page   7  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   JbDi^StigEDJie 

Lietman 
F     M     L OR PROTOCOL    DAMD L7-85-C-5D3-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
i st rat i on   < 0-2400) 

Route Bottle 
I.D.   # 

o pShttfto OfdS O^^ IV 
TLPr 

DOSAGE (total)   LL^LElf^T^A 

PHYSIOLOGIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3.0 $?Jhitib 1(35 *M 
3.5 u 

4.0 /i l * 35 «M *vy» 
5.0 i, 

6.0 /435 *bo • c^S> 
7.0 

i- 

8.0 > 

10.0 a 

12.0 a 

24.0 Zfjftftjfo 0S35 *6b> *M^ V- 

390 
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INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND  _Pxri^stiggriiie 

Lietman F      M     L OR PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
i st rat i on   (0-2400) 

End  drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

6 feM & ntss ^SrT PO 7Z>? 

3 DOSAGE (total) 

PLASMA CONCENTRATIONS 

/(* LllkC- 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/rnin 

B2B,B59 0 
fo.ih*1h OK4o • omc B28:^ B59:  1539 

B29,B60 0.25 \i QQ,0 nflio B29:^ 860 s /5^ 
B30,B61 0.50 V Cfi ?o M25 B20t7.75 B6l! ftcfc 
B31,B62 0.75 (l uc!40 Oci4o B3n/a6 B&*:M4 
B32,B63 1.0 II QQ55 0Q66 B3£:/y/ BS3:jhq0 

B33,B64 1.33 tl l0l5 I0I6 B33I/JJ B64j/o.96 
B34,B65 1.66 i lol5 a Y> B34:/01 B65: ic.H 
B35,B66 2.0 M \o66 io 5 5 B35:/6^ B66:/Cf? 

B36 2.5 li 11*6 H26 B3e-q.n 
B37,B67 3.0 /i llS5 Il66 

637 %.3? B67://,/0 
B3S 3.5 |l 1225 /Z3c B3Si&,^ 

B39,B68 4.0 ll IM5 IdSS B39: ^ 668:11,43 

B40 5.0 [| ft 65 i4n6 B40: qtf 

B41,B69 6.0 ll 1456 1466 B41:^? B69:/3;^ 

B42 7.0 
li 1655 (646 B42:   £ 

B43 8.0 li I(c56 \lr.66 B43 :^4 B69A:^p(? 

B44 10.0 (i 1165 1155 B44:^r /4.?o 

yWou^^ioa^ sQorvbduAty- 391 



INVESTIGATOR'S NAME PT INITIAL PT # 

page 9 of 1! 

COMPOUND    Fytidnstlgmjrip 

Lietman 
M L 

M> i) 
PROTOCOL     DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY:   ORAL   PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

-6 ftfltfl. % nflSS r^ZSS" PO 7M 

lb. DOSAGE (total)   ii&ZZ2£: 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B45 12.0 
&(LK% Ao56 &)55 B45: i 

B46,B70 24.0 
fti-bu 16 Of55 CtfoS B46:N^ B70: {5Al 

»•. 

+• M /U/r aa \au  A ̂ ArtnuTri 



page   10   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND  Pyri^stignine 

Lietman 
F     M     L OR PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   adrnin- 
i st rat i on   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

5 3o(kk SU 0E55 cz>% £ r PO ?u* 

lit 
PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 fy(W fa 0865 0165 V£ #   M9 * QL 

0.25 U< one O4IJ *4;7 ^ 

0.50 i C "125 (ft?& *4t) * /v/0 •^ 

0.75 OcMc Cfl4o V 
1.0 i M55 0%5 * /v/0 
1.33 lOtS I0(5 Ho 
1.66 /o3 $ io35 O(0 

2.00 i( /065 in 55 *(u0 *M) 
2.5 ii 1/25 \Q5 
3.0 ii 1/55 1155 *64 
3.5 ii \%7S \n$ 
4.0 u {255 065 *lPG * ^0 
5.0 ii 

Wfi Id55 
6.0 \4& I455 %o #/VD 
7.0 ii 1656 ' \555 
6. 0 n \(DD5 \b55 

10.0 II I/5 St! 
\%ob 1155 

393 



page 11 of 15 

INVESTIGATOR'S NOME PT   INITIAL PT  # COMPOUND JP^^^tigJEDLne 

Lietman 
1 _-ui. 
F     M     L m PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.   # 

6 'bMik M55 oisT PO 71ft 

DOSAGE (total) 

PHYSIOLOGIC VARIAB 

/l£i2224i 

page  2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Act ua1 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 
3>o(Vu.<& Z(<55 3cZ5 *up 

24.0 •b cL ik M55 nX55 #<y© W3 # 

) 

394 



page   1£  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND PyridostignLne 

Lietman 
F     M     L K> PROTOCOL DAMD 17-85-C-5133-02 

CHEMISTRY VALUES 
LaboratoryQi£dL±l±^3J^&^   klfi+pMoJ** 

Screen Predrug 

TEST:NORMAL 
12-jkiilL 
ddtnmmyy ddmmmyy 

WesSL 
ddmmmyy ddmrnrnyy ddmmmyy 

NA:135-148  MEQ/L 
/*> %ff~ /46' f+l 

K:3.5-5.0  MEQ/L 4,4 Tittr 4.? 4 ? 
CL:96-109  MEQ/L to! %*r /0f /: > 

COS:£4-30  MEQ/L TUT /<? So 
SUN:12-25  MS/DL 1 / / f /5 /£ 
CREAT:0.4-1.5  MG/DL ^ 9 A> *•? /• c 

GLU:70-115  MG/DL r> 9? £P lid- 
T.BILI:0.3-1. 2M6/DL b> 0- ? 0.£ s\   O 

D.BILI:0.1-0. 4MG/DL — **/ £. c 0- < 
CA:9.0-11.0  MG/DL f,.? ?.£ /.? qt ZL 

P04:3.0-4.5     MG/DL ^ / 4-^ 4. P- 
URIC  A:4.2-8. 8MG/DL 4-f 5 P- 4- 6' 4. f 
T.    PR0T:6. 0-8. 5G/DL £.6 ?,/   7, o 
ALB. :3. 2-5. 3  G/DL 4.c; 4-7 *3 4.<7 
AST:0-35   IU/L li ^4 ^ /? 
ALTt0-30   IU/L 4 /6 f /3 
ALK   PH0S:0-95   IU/L 4 9 4f 45 45 
CHOL:151-268  MG/DL All A/2 /?&> /) o "1 

LDH:0-200   IU/L —— 1 'in?' 1   ~r / IIP -— 

CPK:0-160  U/L(male) -— 41P Ms 
— 

Study 

Date 

395 



page   12   of   1! 

INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND    Pyridostigmine 

Lietman £. r_ ui 
F     M     L bv> 

PROTOCOL DAMD  17-85-C-5133-02 

HEMATOLOQY VRLUES     ... , i     -   j   f) 
Laboratory \jphA^%fo\ZwW   kHZLf^n 

Screen Predrug 

TEST                   NORMAL ddwimmyy ddmmmyy ddmmmyy 
ZLQtodL 
ddmmmyy ddmmmyy 

Hgb 13.9-16.3 14.1 i£s 14.5 15,5 
PCV 41.0-53.0 4/>? 45-3 42-5 46. 3 
Pit 150-350 343 M 1% ?64 
RBC 4.50-5.90 4.5? 5.o+ 4<t5 5,/3 
WBC 4500-11000 (DQO 0 42eo 43cc 4^oo 
Bands £-6% 0 CJ 3 
Polys 31-76% 4:> 4i 40 $cl 
Eos 1-4% is 0 4 (* 

Bas / 0 1 i 
Lymphs £4-44% 4^ 4t Si, + 7 
Atyp   Lyrn 

• -> 

n I o 
Monos £-11% S ll- 0 3 
Other n 0 0 o 

Ret ics 0. 5-1. 5% NL> M>- ±£h iLb. 

Study 

Date 

396 



page   14   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND  JPyridostigpine 

Lietman £ _i Ul 
F      M     L n PROTOCOL   DAMD 17-85-C-5133-02 

URINALY8IB 
Laboratory 

Screen Predrug 

TEST                    NORMAL ddmrnrnyy ddmrnrnyy ddmrnrnyy ddmrnrnyy ddmrnrnyy 

Color/ftp aliw (AvUtw PtnuL 
Sp.    Gr. f.O'lO 

i 

i-cW 
pH 1, 0 fc-.6 (fl.fi 

Protein m - to 4 UC\ 
Ketones i 

i\U\ pptk m 
Occ     Bid ul 
Bili. ua 

I: 

uto 
RBC i 

0 
u 

BT 
WBC 9 2 
Casts 

P. d w 
Epi.   Cel ir & £ 
Crystals a 

i 

d /& 

Bacteria 0 0 £ 

Study 

Date 

ELECTROCARDIOGRAM 

Date 
ddmmmyy 

NORMAL 
check 

ABNORMAL 
check 

Describe  abnormalities 

ZLfiLn % t/ 

no* u t/ 

U4L& y 

397 



page   15   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   ft COMPOUND J^ridoatignLne 

Lietman L __ 111 
F     M     L w* PROTOCOL   DAMD 17-8£-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred 

ADVERSE ONSET CESSATION SEVERITY REL'N   TO ACTION 
EVENT (Date/Time) Date/Time (Check) TEST   DRUG (Check) 

ft • 
Mild 

• 
DEF. 

• 
None dd  IMAM  yy dd   mrnrn  yy 

• 
PROB. 

• 
Mod 

• 
POSS. 

• 
Treatment (0-2400) (0-2400) 

• 
DEF.    NOT 

• • • 
Sev UNKNOWN Stop   test 

drug 

ft • • • 
dd   mrnrn  yy dd   mrnrn   yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF.    NOT 

• 
Sev 

• 
UNKNOWN 

• 
Stop   test 

drug 

COMMENTS (Indicate ft and event) 

398 



page   1   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND J^Ylidosti^ine 

Lietman LlL tt_ \Lr 
F      M     L A// 

PROTOCOL   DAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmrnyy Procedures 

— «2» Sfti)KL Screening   laboratory 

  «23tf)nM History,    Physical   Exam 

0 ^i(>Sf\vj &> Admission 

a X13W& , X\f 
b 303ftti& f6   0 rC/H_ 

I cert ify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of _[^3_ pages, for subject #_Q_Lo • 

£) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

ture 
_M- D. WS&& 

dd/mmm/yy Invest igat 
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page  £  of   15 

INVESTIGATOR'S  NOME PT   INITIAL PT  # COMPOUND EycLdostigPSDe 

Lietman 'dl ± IL 
F     M     L W PROTOCOL   D^SU-2-85rC-5133-02 

Date   o 
^^^MEDlcnL H,8T0RV     £ y^^W-^ 

f  evaluatiii^/^./£^ Examiner     @/gg£_/gEi5grfe.^' 

Date  of   birth 

Age 

Sen 

Race 

dd mrnrn yy 

//./ *4 £3 
dd mrnrn yy 

il£2 yrs 

_4l 

3e#/r ^. ?^rn/ />? .2) 7> 

pr i rit   name 

No Yes Comments 

Allergy \S 
Tobacco  Use (X / (S /y/< 
Alcohol   Use l/ /     6 fidClf"*** 
Recreational   Drug   Use 1/ 

Medications   past   2  weeks 1/ Mind^^d *#> /^ ^ 
Experimental   Drug  Exposure ^ 

Blood  or  plasma  donor 
/ 

0 
mkvtt.tiA. bknrd icm xt Ami td. 

Prior  Surgery 
/ UL 

Eye,   ear,   nose,   throat 
l/ %'td&> Qk<lQL3 

Endocrine(diabetes,thyroid) 
1/ 

0 

C-V   (heart  murmur,HBP) 
// 

Pulmonary   (cough,asthma) • 
Hepatit is,gastro-intest inal 

1/ 

Ben i t o-ur i nary 
i/ 

Musculoskeletal • 
Neuropsych i at r i c y 
Pesticide/herbicide   use l/ % dacjo  I }*&> -&t Ul&J -btlLy 

Other / 

400 



INVESTIGATOR'S NOME PT INITIAL PT # 

page 3 of 1! 

COMPOUND PxrixbatigpiDe 

Lietman 
F     M     L i\i PROTOCOL DflMB.lZd35r£c5D3-02 

PHYSICAL EXAMINATION 
Date^ii/C^V/ 8& 

dd mmm yy 

Temperature Pulse Respir Blood   Pressure Height    (cm) Wt.(kg) 

-Mz.Jc 0%_/mirt j^/rnin J20 / &?- H/J.o ^f.y- 

(check) 

GENERAL   EXAMINATION: 

Provide  details  of  abnormalities Nor. Abn. 

Head/Neck l/ 
Short* /irtte &> S£ a,*a&-' 

EENT 1/ 
^CLe£DflC Tiff's  -Jrt£c'iti.j2&LLjtMAAJJ- S^i^UJ>^ cLcwd it 

Chest,lungs ly — 

Heart 
\,' 

Abdomen l/ 

Genitalia Ko y 

Rectal 
-YLd 

Extremit ies 

Skin is 
TcctfVvS £j sAi-u-tdtZ K- & JM&MAM, 9C4A* anii.£i&L <?/u at 
Id&tUftUjU'irmdhejfJu.U dace/tea's, sat/ufi) /&&£/»* 

Neurologic y ginaJJ- UbdcfZPi-hw^ prrtu-nal ^fwutnP 

CHEST X-RAY 
Date J&tQfUK/dlf 

NORMAL )l ABNORMAL Describe   abnormalities: 

Examiner 

print name 

401 



page 4 of 15 

INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND Pyridostignine 

Lietman F     M     L m PROTOCOL DAMD 17-85-C-5133-02 

 :  

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmrnyy 

Start drug admin- 
i st rat i on (0-2400) 

End drug admin- 
istration (0-2400) 

Route Bottle 
I. D.    *t 

kL tffpfo 03 if O^o^ IV UPr 

DOSAGE   (total) f,Z2 rr^_ 

PLASMA CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD 

tiQJHL 
RBC 
ACHe 

uM/ml/min 

B01,B47 0 
pdQfM&S D^5 09:05 BOlSjL BA7!/M/ 

B02 0.08 ij 0X4 ? nm> BO2i£,90 M 
B03 0. 16 h o*4Q® om^ 603 */0£ 
B04,B48 0.25 (• f£5&> D1&& B04:/^J B48^ a. n 
BOS 0.33 1 a^s om® B05sa9 
BOG 0.42 (' 04 a>^ tfid® B0&!^4 
B07,B49 0.50 i cm& B07i fl<) B*3i 10.41 

BOS 0.58 [{ 04 13 m\2> *o**/i,6 
B09 0. 66 K ocu? L{\ti 

B03i/oS 
BIO,B50 0.75 (, {#?$ dm B10^? BSO'-lCt?- 

Bll 0.83 |( 0ci^ cfm 611:^50 

B12 0.92 (, 0C\3 mi B12i^/ 

B13,B51 1.0 (flit mm B13!f3? B51: ftjfl 

B14,B52 1.33 l« msS tm B14:^,y9 B5£:g.in 
B15,B53 1.6G 1, U>l1 \0\% BlStfJf B53: a,\£ 
B1G,B54 2.0 \co? m B16:^ B5«: |3.fr 
B17 2.5 Hot \M B17:^|e 

-*- JIHJIMJU^ JMoOtf ^<km/^6uA^{/- 402 



page  5  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND PyridostignLne 

Lietman 
F     M     L \)\i PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

A #Kk* & OBF O^O? 
IV 7Lf\ 

0 
/,32 DOSAGE   (total)      JJJ^_QCf±Q. 

PLASMA  CONCENTRATIONS 
page   2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD 

ft)6-/«L 

RBC 
ACHe 

uM/ml/min 

B18,B5S 3.0 ^1 (M   0 1195 alt B18x 0/ B55:|^,3:r 

B19 3.5 i, iac? 130? 
B19:4c 

B20,B56 4.0 1 123* |.33? B20:j^ B56i |^4| 

B21 5.0 i, (332 133? B21I-&- 

B22,B57 6.0 14 3? 143? B22:^ B57: \?>A0 

B23 7.0 Il?5 \m B23:J^ 

B24 8. 0 II IB* M B24:^ 

B25 10.0 h l«38 1*3* B25iJ)^ 

B26 12.0 i\ Aft 3ft« B26:-^ 

B27,B58 24.0 »(knVb om D?3X B27:-£~ B58:/3<3o 
- 

'wQvdxvCaf 403 



page  6  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND     PyriHr>gt-igmJrtf> 

Lietman ILL tL LL 
F     M     L D\t PROTOCOL JMMD_17Qa5-C-5133-02 

MEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

2- frOfafio nX*>9 O^D^ IV Tiff 
J 

DOSAGE (total) 

PHYSIOLOGIC VARIABLES 

/•_3^/rri^ 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 Jfrh/b 0s6 5 ffl 5 #.^> *  NJ<£> # & iC_. 

o. a J 

0. 16 

0. 25 (i fiVSZ 0X63 * bg 
0. 33 

0.42 

0.50 1; ocH ocio% *1$ # N^ * c - 
0.58 

0.66 

0.75 /' 0<fo*> nil* *-?u 
0.83 

0.92 

1.0 (l mm OQdS *go * KJ<$> 

1. 33 • nQ5? nV5? *liD 

1.66 I ICI3 lb 1 % *9,> 
2.0 '/ loSS 1 0 ^ * ty * t^D 

2.5 

404 



page   7   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND JPxridQstiadxie 

Lietman \lL iiUL 
F     M     L Dig 

PROTOCOL    DAMD 1Z.-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

* dz(k*Kk 0Z33 O^o# IV *%P; 

DOSABE (total) 

PHYSIOLOGIC VARIABLE! 

/j_3_aj_/7rvc 

page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3. 0 :^U &u ib \m H& *lv. 
3.5 J 
4.0 i1 m MX *->(- * <00 
5.0 

6.0 \AW \A?>% *^?~ *    M 0 

7.0 

8.0 

10.0 

12.0 1 

24.0 
MK$C cm m% *?b *iJ S) * D/<— 

1 

405 



page   8  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND  J*ygidosy.jjgirie 

Lietman 
(At it Ik 
F      M     L DK 

PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I. D.    # 

5 &(kto M(rb O °\  CT*> PO 71 A> 

lit, DOSAGE (total)   .LSEjQjQ^fc'- 

PLA8MA CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD 

NG-M 
RBC 
ACHe 

uM/ml/rnin 

B2B,B59 0 % (JtU SI: 0845 nW? B28: J. B59:  ,345 

B29,B60 0.25 JU f)Ql5 0415 B29 «* B60:|3.35 

B30,B61 0.50 // 0450 owe B30 >%0l Ben ip.a? 
B31,B62 0.75 1, 0W5 cc>45 B31 ••m B6£: [0q(\ 

B32,B63 1.0 ii 1000 looo B32 m B63:(0/^ 

B33,B64 1.33 u IOZG \IDQ 
B33! i/.s »•» |0^J 

B34,B65 1.G6 /< /O+o lu40 B34 us B65:/oX5 
B35,B66 2.0 II lioo lioo B35 w\ B66: (0tf 

B36 2.5 II ilbo II 3o B3£ u&t 
B37,B67 3.0 1' 

/206 IToo B37 S-& B67: //(/^ 

B38 3.5 V /£30 aio B38: A.® 
B39,B68 4.0 II Idoo lioo B39 3,15 B68://,4> 

B40 5.0 /' I4<rc \m B40i *5P& 
B41,B69 6.0 / l5oO \6cro B41i   * B69:,aifc'1 

B42 7.0 '• /(bOC llcOD 
842! 4^ 

B43 8.0 ROD J JDQ B43:^ B69A:)3%0?J 

B44 10. O 
MOD i 1M B44:^ \$.W 

~i Jiduyur   XXOCJU^   AJL^YIAJUMJAJ^ 406 



page 9 of 15 

INVESTIGATOR'S  NAME PT   INITIAL PT  # COMPOUND .Pxridostigraine 

Lietman ILLH.LL 
F     M     L Off 

PROTOCOL     DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

0 2cQfl.M a4cv (O^cr^ PO 
%Pi 

l(o DOSAGE (total)   ' w/my 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B45 12.0 3oGMk dt(TV cQKTU B45: A, 

B46,B70 24.0 (Aoo (f\00 B46:ift B70s/3/^ 

J 

r. 

*-M*h is  XLMA ih AMI liiriMiti- 
U An 7 



page   10  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND  PxadoStigDine 

Lietman ILL ilk 
F      M     L 

fl# 

PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
istration (0-2400) 

Route Bottle 
I.D.    « 

6 dtytidk 0°\ov On frO PO -T.t-r 

l(o DOSAGE    (total)       £VLJ30Q&L. 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 oqoD *'?> * Mfc *&L 

0.25 ncKS *7t> ^ 

0.50 0<?3o *1?" *   (^Q 

0.75 0C(4S *S6 
1.0 ICCC *1<6 *  jO^ 

1.33 lo9<> *?0 
1.66 \CJ4C *9L 

2.00 WOO *1L *   fs5,0 

2.5 

3.0 \7oo *%4 
3.5 

4.0 I ioo *go * w'S, 
5.0 

6.0 -tSoa «%c * ^£> 
7.0 

6. 0 

10.0 

408 



page   11   of   15 

INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND _?X?3-dostija5diie 

Lietman 
III ii LL 
F     M     L 01 i 

PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddrnrnrnyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.   # 

5 2t^fHkfk OR GO 0^6^» PO 7L/3 
if 

(total)   L^_(H}g__ DOSAGE 

PHY8IOLG 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddrnrnrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 
3oQiii& Mcru &00 #N^ 

24.0 ^(W$ 0C{inO CRcnj * ri_£> v^ N^# 

'-' 

409 



page   12  of   15 

INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND Pyridos t igrmne 

Lietman IH i uu 
F     M     L m PROTOCOL DAMD 17-85-C-5133-02 

CHEMISTRY VALUES 
Laboratory C^lLUJl-JjJ^p'^ IIJ 

IT 
Screen Predrug 

TEST:NORMAL ddmmmyy ddmmmyy ddmmmyy ddmrnmyy ddmrnmyy 

NA:135-14B   MEQ/L f4l 141 141 141 
K: 3.5-5.0  MEQ/L 4> 4.1 4^ 4.2 
CL:96-109  MEQ/L /£3 IC5 uJc 10 1 
COS:24-30  MEQ/L ^f flf 59 
SUN:12-25  MG/DL 7 13 // /p- 
CREAT:0.4-1.5  MG/DL I . o A ' 0*9 Cc 

GLU:70-115  MG/DL /30 ?6 80- 7C~ 
T.BILI:0. 3-1.2MG/DL 

D- -*• 0. 7- C:,(r C< £ 
D.BILIsO.1-0. 4MG/DL 0> I o-i 0<0 G<C 

CA:9. 0-11.0  MG/DL r,x 1-> Q.o 9-T 
P04:3.0-4.5     MG/DL 3.* -7    O 

c* • 1 3> I 3.3 
URIC  A:4.2-8. 8MG/DL 4,(* 4.S 4-3 5.5 
T.    PROT:6. 0-8. 5G/DL 6*9 &-5 — b.t 
ALB. :3. 2-5. 3  G/DL 43 4-1 4,/ 4<G 
AST:0-35   IU/L /?. 17- /£- A2- 
ALT:0-30   IU/L 10 lci <F M 
ALK   PH0S:0-95   IU/L So 4-? 4 3 4? 
CH0L:151-26B  MG/DL 153 1 Si- 15) /?4 
LDH:0-200   IU/L ~— ll? / 36 1*1 •— 

CPK:0-160  U/L<male) — ^4 5> y$3 
— 

Study 

Date 

410 



page   13  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   Pyridostigmine 

Lietman \LtlL 
F     M     L (ft 

PROTOCOL DAMD  17-85-C-5133-02 

HEHATOLOGY VALUES       n       L , , j    fi 
LaboratoryQ^M^^mjpfi^^ iMof^^ 

Screen Predrug 

TEST NORMAL ddmrnmyy ddrnmrnyy ddmrnmyy ddmmmyy ddrnmrnyy 

Hgb 13. 9-16.3 \5. o /4. ? I4.(<> 15.1 
PCV 41.0-53.0 44,f 43.ts 42<5 44. f 
Pit 150-350 lb! cO-iLo £5? 33 7- 
RBC 4.50-5.90 4-?% 4.fat 4.07- 4-ZS 
WBC 4500-11000 

1/  1 t" l» 53c o (0000 =7-3^ 
Bands £-6% Ik 5 (c 3 
Polys 31-76% 5/ 4? So 4? 
Eos 1-4% 4 

0 
^ •••> 

Bas o £) 0 Pi 
L 

Lymphs £4-44% /?• ^> 3/ 4^ 
Atyp   Lyrn /'") 

/ c / 

Monos 2-1IX 4 9 to & 

Other o o O ^ 

Ret ics 0.5-1. 5% O.b ^^> V^ M<D 

Study 

Date 

411 



page 14 of 1! 

INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND   P^ildostignine 

Lietman ILL it Ik 
F      M     L ($ 

PROTOCOL   DAMD 17-85-C-5133-02 

URINALY8I8 
Laboratory dlmktw 

•Co^jr 

Screen Predrug 

TEST                    NORMAL ddrrirnrnyy 
MQtdL 
ddmmrnyy ddtnrnrnyy ddmmrnyy ddmmrnyy 

Color/Ap ihoud> /lAgfflfU) Clmdy 
Sp.    Gr. 1.0^?- 

0 
1.024 hod 

PH ?0 b,S (e, o 
Protein rsr ~  1\1C] At C] 

Ketones 
u J 

MO yio\ 
Occ     Bid nJM 

J 
KM 

Bili. fty°\ vM\ 
RBC d 

i 

WBC £ V tUSJKJL, 

Casts -O & £ 
Epi.   Cel -e £ P 
Crystals 

& £ £ 
Bacteria £r tf 0 

Study 

Dati 

ELECTROCARDIOGRAM 

Date 
ddmmrnyy 

NORMAL 
check 

ABNORMAL 
check 

Describe  abnormalities 

72*f&*% J 
i*f*M i/ 

'blfw %ic y 

412 



page 15 of 15 

INVESTIGATOR'S NOME PT INITIAL PT # COMPOUND JVridostignine 

Lietman F  M  L m PROTOCOL DAMD 17-8£-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred M 
ADVERSE 
EVENT 

ONSET 
(Date/Time) 

CESSATION 
Date/Time 

SEVERITY 
(Check) 

REL'N TO 
TEST DRUG 

ACTION 
(Check) 

# • 
Mild 

• 
DEF. 

• 
None dd mmm yy dd mrnrn yy 

• 
PROB. 

• 
Mod 

• 
POSS. 

• 
Treatment (0-2400) (0-2400) 

D 
DEF. NOT 

• 
Sev 

• 
UNKNOWN 

• 
Stop test 

drug 

# 

dd mmm yy dd mmm yy 
• 
Mild 

• 
Mod 

• 
DEF. 

• 
PROB. 

• 
POSS. 

• 
None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• 
Sev 

• 
UNKNOWN 

• 
Stop test 

drug 

COMMENTS (Indicate # and event) 

413 



page   1   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   Pyridosti^iiiie 

Lietman F     M     L Pi 
PROTOCOL   DAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmrnyy Procedures 

— p3>t0fo Screening   laboratory 

—• £PT/W«, History,    Physical   Exam 

0 £~?J1^& Admission 

4 ^£-37^*1, tr7 
i" 3|TM)& oefl-u 

I cert ify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of _JbsT_ pages, for subject # O  I 7 . 

2) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

Invest igat 

4-— 

CJi^rl M« D. 
s  signature dd/mmm/yy 

414 



page  £  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  « COMPOUND PxcLdostigpice 

Lietman rr e £ 
F     M     L 

0/f PROTOCOL  Mf).12-Sl-C25133-02 

Date of evaluation 

Date of birth 

Age 

Sex 

Race 

dd mrnrn yy 

dd mWn yy 

JL 
3 

MEDICAL HISTORY 

EM 

print name 

No Yes Comments 

Allergy 1/ 

Tobacco Use 
^ &- Pipy 

Alcohol   Use y 
J u 

Recreational   Drug  Use ^ 
0 

Medications  past   2 weeks y 
Experimental   Drug  Exposure (X 'Jfid.i^dMinefi'cj   S/S'S 

Blood  or   plasma  donor y 
Prior   Surgery y U))\irdiCd J\JAin6V>JufXuj a$t to 

Eye,   ear,   nose,   throat \S 
Endocrine(diabetes, thyroid) 

y 
C-V   (heart  murmur,HBP) y 
Pulmonary   (cough,asthma) 

// 

Hepat it is,gastro-intest inal t/ 
Genito-urinary y Ctp-ui iggS 

Musculoskeletal \S 
Neuropsychiatric \S 
Pesticide/herbicide  use y fr-faetrunatiei Sp&kjtel 9/85 

Other s 
415 



page  3  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND PxEwfostigpsoe 

Lietman m L L 
F      M     L di PROTOCOL D^n_lZdB5r£z5133-02 

PHYSICAL EXAMINATION 
Date <^/#A_/£(t 

dd 4imm yy 

Temperature Pulse 

Qy  An in 

Respir Blood Pressure 

ZTujn^zi 
Height    <crn) 

Z7JZTZ 
Wt.(kg) 

__ 3L- A c lb An in Ji>L..L 

(check) Nor. Abn. 

GENERAL EXAMINATION: 

Provide details of abnormalities 

Head/Neck u s 

EENT 

Chest,lungs 

Heart 

Abdomen J^Lie t »ixd   <-<-'• >'t-6-tU cu 

Genitalia ?L 

Rectal Hi 
Extremities 

Skin 

Neurologic 
(£tf   M/!AM. 
1 

Apa^ •>&.) 

CHE8T -X-RAY 
Date<-i._/UtiV/ 

NORMAL X ABNORMAL Describe  abnormalities: 

Examiner JZ&£> 
print   name 

416 
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INVESTIGATOR'S NOME PT   INITIAL PT  # COMPOUND Pyridostignine 

Lietman F     M     L 
flfl 

PROTOCOL E^ 17-85-C-5133-02 

STUDY: IV PYRIDOS' 

i i MEDICATION RECORD 

GMINE 

Study 
Day 

Q. 

Date 
ddmmmyy 

as^e* 

Start drug admin- 
i st rat i on < 0-2400) 

Q<\ i-7 

End drug admin- 
istration (0-2400) 

O^  HI 

Route 

IV 

Bottle 
I.D.   * 

NJA 

U * -   v ->. D   ^"S  DOSftBE   (total) \. J J. Orx-jr 

PLASMA CONCENTRATIONS 

# 
*J- jO^lNVco 

Sample 
No. 

B01,B47 

B02 

B03 

B04,B4B 

B05 

B06 

B07,B49 

BOB 

B09 

BIO,B50 

Bll 

BIS 

B13,B51 

B14,B52 

B15,B53 

B16,B54 

B17 

^^n 
Schedule 

Time 
(hours) 

O.OB 

0. IB 

0.25 

0.33 

0.42 

0.50 

0. 5S 

0.66 

0.75 

0.63 

0.92 

1.0 

1.33 

1.66 

2.0 

2.5 

v>j«3 c^gLoA^y- c?v~- a.3- •fofft-'Sfc .~Txn-^> ^v^i-goS^ yA. 

Date 
ddmmmyy 

^SOfltoft 

On vKJi\~ni\c)ntL 

Scheduled 
Clock  Time 

(0-2400) 

OKO^ 
&*\X2. 

O^^l 
0°I31 

O0!^ 

oT<a. 

o^ki 

o^ s~z 
o^sn 

looi 

( QOI 

L&n 
/e> rJ2 

/o3Q 

/osn 
inn 

Atmcu'ih'iHizj 
UHl 

Actual 
Clock  Time 

(0-2400) 

of on 
o^32_ 

o*\&n 

o°l3^ 
0^37 

o^^/Q- 

CQkH 
c^^rx 
D^S*) 

I OQL 

/o*l 

io\*~ 
join 

/o^7 

to s*> 

) / LI 
nm 

CPYRIDOD 

NO-/ML 
B01 

B02 

B03 

B04 

B05 

B06 

B07 

BOB 

B09 

BIO 

Bll 

B12 

B13 

B14 

B15 

B16 

B17 

± 
IDA 

ILL 
IhS 

M 
H-3L 

M. 
IU 
JO.I 

?,fc 
m 
£,?£> 

jjj 
S.oJ 

3./1 
Hi 
LSI 

RBC 
ACHe 

uM/ml/min 

B47://:/f 

B4B: q.cg 

B49: ^.p/ 

B50: 3. ££T «5 

B51!F,^ 

B52: £6/ 
B53: q,%. 

B54:  ^,# 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND PyridostignLne 

Lietman <h L L 
F     M     L o\c\ PROTOCOL U*® 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIBMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
istration (0-2400) 

Route Bottle 
I.D. « 

A & (kX Q£R. Cf\A^ IV T<.h 

DOSAGE (total)   /j__J2_0DfV^ 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID03 RBC 
ACHe 

uM/ml/min 

B18,B55 3.0 9$k ft prr \d*\> *lBl3.U BSS:^.^ 

B19 3.5 I p4? \^A> B19i3.W 
B20,BS6 4.0 II /3tf \H* BZ0t/,Sf W6»/fl»5f 
B21 5.0 (• ,4 /> /4I? B21» A^_ 

B22, B57 6.0 i; i5 f> (5R B22:   y^ **7tlQ,82 
B23 7.0 iu P lie ft B23:   \fe_ 

B24 6.0 <> iW Rfr B24:   + 

B25 10.0 
i i tfft fit* B25: ^ 

B££ 12.0 (1 ZW> Tit* B26!A/£ 
B27,B58 24.0 x Qua Mi> o4io B27:^ B58s /*,** 

7 

«&- JvdA-uy xxoojOuf >^?^Qrftt>c^- 4!^/*^- ^^T^^^^ 
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INVESTIGATOR'S   NAME PT   INITIAL PT  # COMPOUND JSpidostlgaxne 

Herman pa. £. c_ 
F     M     L m PROTOCOL    DAMP 17Q85rC-^ 33-02 

MEDICATION RECORD 

STUDY:IV PYRIDOSTISMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400 > 

Route Bottle 
I.D.    # 

£ 9&kdli C-qi* Cq4 * IV ///* 

/.3<a DOSAGE (total)  _____„<?_L^?!}§' 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 
<£%*& o 9 tt>" 09(5 *Go * M<D * o/c. 

0.8 
7 

0. 16 

0.25 ft 
i)cfj?^ ottO- «£?- 

0. 33 

0. 42 

0.50 !/ 094^ QOAO- *i>1 *&J^ *  &< 

0. 58 

0.66 

0.75 (< 
(oo2- ID6>- *(>g 

0.83 

0.92 

1.0 It /ort- 10 f°- *?V « yb 

1. 33 • fo 3 7- /d3? •fa 
1.66 fo6?- Id6^ *M 
2.0 11 

If 1* 1(1^- *6f * MO 

2.5 

419 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND .Pjoidostigpine 

Lietman Ql t. & 
F     M     L 014 

PROTOCOL _^©_lZ-_85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

r atOkiL oq /°- 0cf4^ IV 
AjP 

1.33, DOSAGE (total)   l^^^lSTD^' 

PHYSIOLOGIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3. 0 mjL /e?-/?- /d/9- *7^- 
3.5 <i 

4.0 /•• /5i r ibi* %? *    «J^> 

5.0 

6.0 /•' t5t? 15 &- %? #   r0?> 

7.0 

8.0 

10.0 

18. 0 

24.0 MftA 09/*- oqio «?u * m * Cfc.-.- 
J 

420 
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INVESTIGATOR'S   NAME PT   INITIAL PT  # COMPOUND ^^^stigQnpe 

Lietman 
Cd L L 
F     M     L h\C\ 

PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
i st rat i on (0-2400) 

End drug admin- 
i st rat i on (0-2400) 

Rout< Bottle 
I.D.   # 

5    -3/Qtnfc OZ/I fit 11 

%UU*iqt + /ptru'dc -   ?<C-?>a2o^     DOSAGE (total)     JSP.D^. 
gfUVCj*   -ffllido -    £. 9*fc2' ff        pu^ CONCENTRATIONS 

A# 
* 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/rnl/rnin 

B28,B59 0 
* dtfl .£- OR ft OZ.Og B26 !   * 

B59:   Hff 

B29,B60 0.25 J 
0S2C> ()E?L B29 •AX B60! lo.oL 

B30,B61 0.50 n O&fi 0Z4l B30 ••l5/\ B&1'•$'%• 

B31,B62 0.75 ll Ofc(o QS5(D 
B31 l*4 *6ZtB.& 

B32,B63 1.0 h f)4/l imi B3£ 13.3 B63:   ?, ?/ 

B33,B64 1.33 ll 0<?5l 0431 B33: 11.0 B64:  1.1$ 

B34,B65 1.66 1: M6f nttt B34; ?.f5 
B65: l?6 

B3S,B6G 2.0 ll inn 10 II 
B35 <6$ w?.4J 

B36 2.5 It loli 1611 B36; p-^"L 

B37,B67 3.0 f/ • a li II II 
B37i &0j BE>7--f<y& 

B38 3.5 ll 1141 1(4 ( B38. 3*\ 
B39,B68 4.0 ii 12/1 till B39: 53* B&S: q.25 
B40 5.0 11 nit an B40 i^Cfl 

B41,B69 6.0 I4H An B^"f.f)S B69:   q,$0 

B42 7.0 u tfll (611 »**tSt 
B43 8.0 f'l lb I 1 lied B43:/^ B69A:/C 3^ 

B44 10.0 • /*/' itn B44: -*- m& foM 
Amur &om£ /&wAc6tocfy 421 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND  .PxridostiglDine 

Lietman ffi L L 
F     M     L QA 

PROTOCOL     DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
istration (0-2400) 

Route Bottle 
I.D.    # 

5 frCkujtf ogh rt 
PO n& 

DOSAGE   (total)       ljJL-££Q& 

PLASMA CONCENTRATIONS 
page  2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock Time 

(0-2400) 

CPYRIDOD 

fOG-JtyL 

RBC 
ACHe 

uM/ml/min 

B45 12.0 #(Ui8/ &> ft To ft B45: -f~ 

B46,B70 24.0           ( 'i.ii;S(: OS" QZI? B46: $_ B70ili.tu 

*. 

422 
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INVESTIGATOR'S NAME PT   INITIAL PT   * COMPOUND  P^ifostignine 

Lietman ft) t    il 
F      M     L W\ 

PROTOCOL  DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   adrnin- 
i st rat i on   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    * 

5 */,1foft o3h 017/ PO 71 /j 

DOSAGE (total) 

PHYSIOLOGIC VARIABLE! 

!(PJOOQ$£ 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 tytyjkfh M n AST/IS? (Jo Vo *6& *l»T\ * 6 ft- 

0.25 
j 

0 $2b 02? b *6>6 -. 

0.50 0*41 nz4! «6? *   ^0 •(*- 
0.75 n%5(* 0g5b *$4 
1.0 i, oqu rf(f *5£r *   N)^ 

1.33 O^fbl <rt3/ *A 
1.66 < 0^6' fi 43* %t 
2.00 10 H /OH *(»9~ • hJ\) 
2.5 

3.0 it K / / llll %6 
3. 5 

4.0 b /Q. ft a// *sto * MD 
5.0 

6.0 1411   • /4 // *M */V0 

7.0 

6.0 

10.0 

V>~% 
£91 *-&—**_     ^>JOL   <jsm^> To   ^ e 

X,* 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND .^Xli^stig^ine 

Lietman 01 i. L 
F     M     L 

>fl 

PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnrnyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.   # 

—> #Qu&> 02(1 oin PO 7? /f 
T 

DOSAGE (total)  

PHYSIOLOGIC VARIABLES 

w/rr\&/ 

page   2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 Ao// Soil *W<D 
24.0 >l3<h% oBtt ORtf #ff • tJfi &£ 

424 
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INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND PyridostignLne 

Lietman Ti L L. 
F     M     L ¥\ PROTOCOL DAMD 17-85-C-5133-02 

CHEMISTRY VALUES 
Laboratorv(jf/"n>?34t^k^**   ^M^^c^t 

Screen Predrug 

TEST:NORMAL ddmmmyy ddmmmyy ddmmmyy ddmmmyy ddmmmyy 

NA:135-148  MEQ/L 146 14 o /3? /4o 
K: 3.5-5.0  MEQ/L 4<< 4.5 4,?- 3-N 
CL:96-109  MEQ/L Ntf 104 r 2- 
C02:24-30  MEQ/L 4 5 5>x 3& 
SUN:12-25  MG/DL ifo /4 /a 

CREAT: 0.4-1.5  MG/DL /.o /. ' /. / f'    ' 

GLU:70-115  MG/DL 95 44 75 A 4 
T.BILIiO.3-1.2MG/DL (. 6 L'' *,4 C^ 

D.BILI:0.1-0.4MG/DL 6./ o.o :>>' p . f 

CA:9. 0-11.0  MG/DL <?,9 W/5 ?,> '(>.> 

P04:3.0-4.5     MG/DL 4, 0 4.1 3.1 4.U 
URIC  A:4.2-8. 6M6/DL i.y tf.3 4.5 7.5 
T.    PROT:6. 0-8. 5G/DL i-y ^ (o> 3 uA 
ALB.:3.2-5.3  G/DL 4,5 4-? 4^ A 6 
AST:0-35   IU/L /<? /? 4 '3 
ALT:0-30   IU/L 

(/ 5 ?- q 
ALK   PH0S:0-95   IU/L 5o 4'1 4^ — 

CHOL:151-268  MG/DL 1*7 W 1 /*?• %^> 

LDH:0-200   IU/L q<j /0ff o % 1       —^ 

CPK:0-160 U/L<male) —^ l3(? ft T-.3- fZCi 

Study 

Date 

425 
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INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND   Pyridostigmine 

Liettnan ID. fe. !L 
F     M     L 01 <\ 

PROTOCOL DAMD  17-85-C-5133-02 

HEMftTOLOGY VftLUEB  ,i 
Laboratory [J^MJlJiJsft MJ 4^6-Hfu^^ 

Screen Predrug A. 
TEST                   NORMAL ddMimmyy ddmmmyy 

MQfofli 
ddmmmyy ddmmmyy ddmmrnyy 

Hgb 13.9-16.3 Hn.O /M fr> /t^ 
PCV 41.0-53.0 4t<> 4*<4 44? 4f> 
Pit 150-350 Alk Mi K1/ Ki> 
RBC 4.50-5.90 6<24 6,5' £a^ 5-9 
WBC 4500-11000 5\c0 4Llnj fe5fl 0 loToo 
Bands 2-6% I 4 5 3 
Polys 31-76% 40 4? 5"? 5f 
Eos 1-4% 3 ^ £ 
Bas •") 

/ / 6 
Lymphs 24-44% 44 31 3c 5/ 
Atyp   Lyrn Pi i i 

i L/ 

Monos 2-11% l> is /     G 
Other O o n 

Ret ics 0.5-1.5% — -— — 0^ 

St udy 

Date 

426 



page   14   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   I^ridostigprLne 

Lietman CQ L SL 
F      M     L M PROTOCOL   DAMD 17-85-C-5133-02 

URINALY8I8 
Laboratory 

Screen Predrug 

TEST                    NORMAL ddmrnrnyy ddmrnrnyy 
diSUk 
ddrnrnmyy ddmrnrnyy ddrnrnmyy 

Color/ftp nMcu) tfUcJb Pita (b — 

Sp.    Gr. 
h 0 d I \.o\* \,Q\t l<c3e 

PH fc.5 6-o 5<o 5<o 
Protein Tw* fern hJC) \\££\ 
Ketones Ut\ IM.C. m 

J 

Occ     Bid 
J 

fit 4 ACf* YU\ MC\ 
Bill. 

J 
W) 

i 

[MIC) 

RBC 
•J 

0 0: £ 
WBC e pj JD D'i 
Casts 

$ p) 0 £ 
Epi.    Cel 

Sue 

0 & P 
Crystals 

^ 0 Of 0 
Bacteria 0 J& 0 £ 

Study 

Date 

ELECTROCARDIOGRAM 

Date 
ddmmmyy 

NORMAL 
check 

ABNORMAL 
check 

Describe  abnormalities 

& (ktt %0 y 

^ifift) / 

y 

427 
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INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND J^ridosjtignLne 

lietman 
F  M  L on PROTOCOL DAMD 17-85.-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred 

ADVERSE ONSET CESSATION SEVERITY REL'N TO ACTION 
EVENT (Date/Time) Date/Time (Check) TEST DRUG (Check) 

# • • • 
dd mrnrn yy dd mrnrn yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

# • • • 
dd mmm yy dd mmm yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treatment <0-2400) (0-2400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

COMMENTS (Indicate # and event) 

428 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND i!YlidostiS5ipe 

Lietman F     M     L EPc PROTOCOL   DAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmmyy Procedures 

— 23^M*$t# Screening   laboratory 

M^frrifr History,    Physical   Exarn 

o O^OTHO <ft Admission 

3 2£\nwJ& X\l 
s 3f3flti& Po 

I certify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of \^ pages, for subject #_<£LO. . 

£) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

Invest 
M. D. 

ure dd/mmm/yy 

429 
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INVEST I GATOR'S NAME PT INITIAL PT # COMPOUND 2xcLdostigP3J?e 

Lietman 
F  M  L 

&o PROTOCOL DM©.12-Sl-C-5133-02 

MEDICAL HISTORY 

Date  of  evaluation^1!/3^/^.4 Examiner 
dd  mrnrn  yy 

Date  of   birth 

Age 

Sen 

Race 

dd   mmrn  yy 

TotoduLlSdL- 
print   name %• 

No       Yes        Comments 

Allergy iS 

Tobacco Use lS 
\  O  <P *- 

Alcohol Use ^ 
os>fr-eV -V cJ- 3 »\~-x«i k-—W fur**.^-^^ 

Recreational Drug Use S w-;\   nzsr 
Medications past £ weeks ^ 

Experimental Drug Exposure ^ 

Blood or plasma donor 
is^ Si^A   VH wr 

Prior Surgery ^ 
*J 

Eye, ear, nose, throat L^ 

Endocrine(diabetes, thyroid) \S* 

C-V (heart murmur,HBP) tS 

Pulmonary (cough,asthma) L/ 

Hepat it is,gastro-intest inal </ 

Ben i t o-ur i nary (/ 

Musculoskeletal i/ 

Neuropsych i at r i c </ 

Pesticide/herbicide use s Cyi*^nwJ&*r*   i^odt. llfT 

Other 

430 
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INVESTIGATOR'S NOME PT   INITIAL PT  # COMPOUND   ExGLfibstAgBBOe 

Lietman >?-!- Le- PROTOCOL D^ffl_lZ-85r.Cz5133-02 

PHYSICAL EXAMINATION 
Date Q!l/3tot_&, 

dd   rnrnrn   yy 

Temperature Pulse Respir Blood   Pressure Height    (cm) Wt.(kg) 

3_ 2.--De _ *£ C/rnin J. k/rnin _i   o £/_£ ^_ 1 £ L_. a. J7 £_. J, 

(check) 

GENERAL   EXAMINATION: 

Provide  details   of   abnormalities Nor. Abn. 

Head/Neck y 
^Wk\U    ar^^c^ro^t   ^(^i^L 

EENT s KVSA SU^VOKS.  ^* vru&3X'~"vto(\0, "VeMV_  \^   4m v-   -poo".-   ' 

Chest,lungs i^ 

Heart ^ 

Abdomen ^ 

Genitalia N^> 
Rectal 

M>> 

Extremities tS 

Skin s ^»w*^   so=^ \»VA. c   s\.    W*W*,  ^wjW^ 

Neurologic t^ 

CHEST   X-RAY 
Datea<l/J2^i^ 

NORMAL X ABNORMAL Describe  abnormalities: 

Examiner  __/S2^^~^J 

13k^±-X3_ri±^ 
print   name 

431 
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INVESTIGATOR'S  NAME PT   INITIAL PT  # COMPOUND Py^dostisni1^ 

Lietman XL X % 
F     M     L (Po PROTOCOL DftMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I. D.    M 

SL QS^A^Sb o^al o?5 ^ IV to <\ 

DOSAGE (total) 

PLASMA CONCENTRATI 

J,_3_<3_^rn/y 

rs—V> f cVs    ^j\ • n<f.H W«L "a 
Sample 

No. 
Schedule 

Time 
(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD 

KG/ML. 

RBC 
ACHe 

uM/ml/min 

B01,B47 0 
i?TW3S£ K, A OSo^> B01:J^_ B47s/253 

B02 0.08 »v 0"$£S 
B02!9-o9 

B03 0. 1G '• 
e^f— 

B03s/c?.6 

B04,B48 0.25 1 K 0^3? 613? *o<*i%o£ B«8:/&,l? 
B05 0.33 O T/ 3 O^^Z B05: fjCj 

B06 0.42 
' K o><M<S Q1^ 

B0&!^O 
B07,B49 0.50 • l 

a °>^3 c>°iSZ B07!^^ 
B49: ?. 5 J 

BOB 0.58 '( c>°i S3 c^SZ B08!/o./ 
B09 0.66 », 

}Oo3 / OC3 
809 vu 

BIO,B50 0.75 '. IOQ8 /&&? 
BIO: ^3 B50:^i/£> 

Bll 0. 83 1  1 /o/ 3 /Oil 
8111 £,9? 

B12 0.92 h fO/S foi r B12x^.^ 

B13,B51 1.0 1, /co3 /023 B13:^/S B51:^( ?/ 

B14,B52 1.33 .. /oV3 (OH3 B14s^ B52:/0,Otf 

B15,B53 1.66 1 * //6 J no 3 MSi^ty B53: /oH 
B16,B54 2.0 1  \ ;/JJ II XI B16:3^ B54:   /). 0/ 

B17 2.5 >> ])S3 (1 ^ 
B17i /.% j 

ZZmZSoS 



page 5 of 15 

INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND Pyridostignine 

Lietman 
F     M     L 0ao 

PROTOCOL U*® 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400 > 

End  drug  admin- 
i st rat i on   < 0-2400) 

Route Bottle 
I.D.    # 

X 280flv)& &°l2 3 o°lS2 IV M ft 

33 DOSAGE (total)   I_X^2JCLX^ ' 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B18,B55 3.0 
2fc"^K*< aa3 i ^a3 B18:^ B55:<( 0-5 

B19 3.5 •. \z$3 iQi" 3 B19«^ 

B20,B56 4.0 
1, \3X^ an B20x^ B5&!/a)4 

B21 5.0 \ )Li^Z \*22 821 '*- 

B22,B57 6.0 11 i saj i s^i B22:^ B57:/3-^5 
B23 7.0 S i4a3 /63 3 B23:^_ 

B24 6. 0 -. n^i i nj3 B£4s^r 

B25 10.0 n i^a.3 Hol3 B25:^ 

B26 12.0 •• 0) Z3 aia.3 B26x^_ 

B27,B58 24.0 910A/V/& o*\a3 Q<ta^ 
B27:_^ B5B: |p.55 

^JUh^JOf CU^/y^   AVftftibU><tfy   433 



page  6  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND JE^zridoatignine 

Lietman 211 
F     M     L &Oo 

PROTOCOL J^MD_17Qfi5-C-5133-02 

  

MEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
i st rat i on   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    * 

a 2SlW)& o°iai o°)S3 IV N   -ft 

DOSAGE (total) 

PHYSIOLOGIC VARIABLES 

) • 2*5} rrfiJ% 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 
OOA^ ^R<s^ Ogrro * GH *Kil> * cL 

0.8 1, 

*  ,cO$X% J^X!J>%*X & 

0. 16 t, ^3 3 0^33 
0. 25 >1 0^3^ o^& *54 

0. 33 h ociV3 o°\ct? 
0.42 l\ o °i V 2 o*/£/g 
0.50 h O "iTJ o^Sl *£0 Va 
0.58 h fc<*r* c^^rS 
0.66 H ;oo 3 /o 0 3 
0.75 ' i lo£>& lo^8 #<^y 
0.83 i» /Oil /o, 1 
0.92 

lv iotr tor if 
1.0 

'( /&<a.3 /o^3 #6o #«o"^ 
1. 33 '. /o 13 /oVJ * Go 
1.66 <« )io3 1/ ol *feo 
2.0 •- nil \i2 1 •61 * lOO 
2.5 t usl II Si 

434 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND Jboi^stignine 

Lietman 3 it &. 
F      M      L too 

PROTOCOL J^©_17_-_85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnrnyy 

Start   drug  admin- 
istration   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

£ JS^Mfe ooai o^ ^3 IV Nlf\ 

DOSAGE (total) 

PHYSIOLOGIC VARIABLES 

/ •3o?nrn^ 

page  2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3. 0 
2S^R^&, i«2 aj iaj 3 

# n 
3.5 *. u yi ias\? 
4.0 •, ^3^3 )3^T *A* *l^ % 

5.0 s /^ 3 IW 1 
6.0 *\ /^^>3 )y^i #^a #   rJD 
7.0 t /UJ y^ai 
8.0 \ HJ3 |923 

10.0 l( )C\D-1 1^3 
12.0 '. Zi^3 S I3L3 
24.0 

aq^vi?) ,   O *? Ql (D'?^ *,^> *  JJT> *cA 

435 
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INVESTIGATOR'S  NAME PT   INITIAL PT   « COMPOUND J^n^^stigTilne 

Lietman 
3X  SL 
F     M     L ch^ 

PROTOCOL   DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddnimmyy 

Start   drug  admin- 
i st rat i on   (0-2400 > 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

5 3l0fc^ oh\H oSVV PO KJA 

,<U,^ 0. tl3^l 
*! ^_1> =  S-.^ScHH   &0SAGE (total) 

PLASMA CONCENTRATIONS 

l(o 
&S.—^. /m$_ 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Act ua1 
Clock  Time 

(0-2400) 

CPYRID03 RBC 
ACHe 

uM/ml /rnin 

B2B,B59 0 
Si^yftto^, <^%\li c^'tro-^ B28:   u* B59s 13.66 

B29,B60 0.25 
•• c&a*) o?7tf B29:^ B60!/;U7 

B30,B61 0.50 '• 
c&.H H o$HH B30iS,U 

B61: U? 
B31,B6£ 0.75 11 ozs0] oySI B31:^ B6£:  ».# 
B32,BG3 1.0 '. o^/L/ o^i/V B32:^30 B63!/o^' 
B33,B64 1.33 '. O^ ^ o^3V B33:<?.$ B84: l0/tf 

B34.B65 1.66 -. O^j SH o ^SH B34:#£ B65:  /D.6^3 
B35,B66 2.0 •• 1 o/f fd)il 

B35:/3i B66:   q,^ 

B36 2.5 *\ /oV6/ /oVV B36:/a3 

B37,B67 3.0 k 1/ 11 ///v B37sai B67:£,<# 

B36 3.5 
•i ))HUI ii^k 

B3flsa/ 
B39,B68 4.0 /. 

\^l(i )^/V B39«0,/f B68:^^ 

B40 5.0 •. m<f pit B40«5^ 

B41,B69 6.0 it 

111*1 )H\h BA1,4of B&9:|a^ 

B42 7.0 i 

\S\1 /S74- B42S590 

B43 8.0 i. ifcit IfciY 
BA3s566 B69A://. ?* 

B44 10.0 i. 

' ?/H \% \*\ 
B":4-.5& //'*?     I 

i^0-(A^(Tl^UY  /Oiri&dajrfy. 
436 



page  9  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND .Pjrrifbstigniine 

Lietman •0   "T    <SL 
F     M     L 6o^» 

PROTOCOL     DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
i st rat i on   < 0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I. D.    # 

s 3U^W& o&/</ o%iH PO r^ A 

DOSAGE (total)   'j^fH^-l 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B45 12.0 
3J3AVJ& 2£>\H 

B45,/,58 
B46,B70 24. 0 

OlFefeS^ r?glLi 0<kll4 B46:^ h70sa5i 

r. 

&JJIA* f r/MMjj AomAi ijMjtq 
a ,„ 437 
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INVESTIGATOR'S  NAME PT   INITIAL PT   « COMPOUND PyrldostigEmrie 

Lietman 3 _T Jt 
F     M     L &U> 

PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    * 

3* 3i Dw&t. os-m oS/4 PO 
W   rX 

l(o, DOSAGE (total)  ____'J^Z!2^§1,_ 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 30flVv& c^S\H oS^r *<^ V~0 * o V_ 

0.25 >( o&1 c^l *5 £ ^ 

0.50 M o*to^ oS4^ *^£ * ^ or- 
0.75 '< Q£ S^j o&O *jr<7 
1.0 H o<?i</ o^/6/ *^4 * ^ 

1.33 
*   1 0 3 3* a<a*/ *jrx 

1.66 ', C^TY o^xV * ^o 
2.00 '< (O I ll /o)^ *T4 tt (M> 

2.5 l< /oV<y lo^ 
3.0 *t 

»></ ///</ *JfG 
3.5 lv l/W j/^V 
4.0 '» /A/fr )o;v *£n * (VS) 

5.0 
'• / 3/4 /3yy 

£.0 «. lV/</ /T7</ #^ * M) 
7.0 \ /ri4 /r/v 
8.0 ', 

ifcit/ /6/V 
10.0 •• ir/«i ifrii 

438 



page   11   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND .Pxridostigprine 

Lietman 
3:r k 
F     M     L tfa^ PROTOCOL    QAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

5 3\~y\^& OS |ty oS'V PO N^A 

DOSAGE (total) 

PHYSIOLOGIC VARIABLE! 

'(ft/ntfr. 

page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock   Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 3l^r\Ogt. So  If Oolf * r^ 

24.0 °|V4^ o£K/ cfrlk *£2. V^ 

439 



page   12  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  « COMPOUND Pyridostignine 

Lietman 
F     M     L 

be PROTOCOL DAMD 17-85-C-5133-02 

1 

CHEMISTRY VMJ 
Laboratory ^X^ ̂ a^£__D^Kij^^   A\.rvv T^ . 

Screen Predrug 
^7 

TEST:NORMAL ddmmmyy ddmmmyy ddmmmyy ddmmmyy ddmmmyy 

NA:135-148   MEQ/L \HH /*Q 
/9c 

K 13.5-5.0  MEQ/L H.I ^ 1 */-3 4.0 
CL:96-109  MEQ/L /C 5 /<o? ;o6 /O*/ 
C02:24-30  MEQ/L i-2. )°i £.5 ^5 
SUN:l£-£5  MG/DL *t£ w IF /* 

CREAT:0.4-1.5  MG/DL 13 1.2 /•/ '. / 

GLU:70-115  MG/DL nL <?\ •7*7 CS 
T.BILI»0.3-1.2M6/DL o.^ 0.5- o.C 0. c 
D.BILI:0.1-0. 4MG/DL a. o 0 fe o>./ 0. ) 
CA:9.0-11.0  MG/DL io. 3 /o.a °7. 6 ;o.5 
P04s3.0-4.5     MG/DL S • o 4.3 4.-2 <V. <? 
URIC  A:4.2-8. 8MG/DL ^  7 ,^ J ^ J r. j 
T.    PROT16. 0-8. 5G/DL "7. V -7.3 "7. / ^-0 

ALB.:3.2-5. 3  G/DL ^. o 5". o 4.7 ^~7 
AST:0-35   IU/L ; S IS /  Ci / j" 
ALT10-30   IU/L 2 2 9 9 
ALK   PH0S:0-95   IU/L s^ s^ <*/• io ft 

CHOL:151-268  MG/DL a) n 3JD 2.2^ RI? 

LDH:0-200   IU/L hji> N"£> ;2? 10 2 

CPK:0-160 U/L<male) ^ ^T> *s 76 F> 

Study 

Date 

*j~& • . ^ SuStn 3/ fy*^% 
440 



page   13   of   15 

INVESTIGATOR'S   NOME PT   INITIAL PT   # COMPOUND   Pyridostigmine 

Lietman 2> _7 3- 
F      M      L 

<aX>-i 
PROTOCOL DAMD  17-85-C-5133-02 

HEMATOLOGY VALUES       ,      i     ^ Q 
Laboratory y^ffi^r-^ ^t^klt~-=>   "\v^rvT^X-,^ 

Screen Predrug 

NORMAL ddrnmmyy ddmmrnyy ddrnrnmyy 
Q>| ^c^&t 

TEST ddmmrnyy ddmmrnyy 

Hgb 13.9-16.3 1*1.7 / Hn H.3 ;6/.^ 

PCV 41.0-53.0 •hl.S hi.2 *12.2 ^/.a 
Pit 150-350 QG^ 2 ,Q ^Q. 1^ 
RBC 4.50-5.90 M.n ti.&H f 67 </. ri 
WBC 4500-11000 67/Oo £/^U 4*Ttf& 5" ^ o 
Bands 2-6% sr s k 1 
Polys 31-76% ^o un SH ^4, 
Eos 1-4% 2 \ M 3 
Bas o \ O / 

Lymphs 24-44% HL 34 3/ 3 2 
Atyp  Lyrn i 3. o CD 

Monos 2-11% S~ ff 1 ^ 

Other -o o o o 

Ret ics 0.5-1.5% 
K0 KJ!> NS> ». £> 

St udy 

Date 

441 



page 14 of 1! 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   P^ridostigniiie 

Lietman 3. :irt_ 
F     M     L 

SL^ PROTOCOL   DAMD 17-85-C-5133-02 

URINALY8I8 
Laboratory   -^LW^V—^ Om^^) 

^4A^Uot4r^UY 

Screen Predrug 

TEST                    NORMAL ddmrnmyy ddmrnmyy ddmrnmyy ddmrnmyy ddmrnmyy 

Color/Ap 
CNCU r^=» ^"w ^^ 

Sp.    Gr. I.CQ.3 
PH 6.0 £». r ^ 0 

Protein 
^N-~i_A/ r^—flJ r^c^ -^A 

Ketones 6 6 
Occ     Bid Q 

Bill. 
•0 6 0 

RBC 
O 

6 u 
CO 

WBC 
0 O O-/ 

Casts 0 <0 O 

Epi.    Cel cD 0 O 

Crystals 
O O <D 

Bacteria O O O 

Study 

Date 

ELECTROCARDIOGRAM 

Date 
ddmrnmyy 

NORMAL 
check 

ABNORMAL 
check 

Describe  abnormalities 

3<fttaiott / 

2^AV>,$fc 
y 

£*•.*&&, l/ (Q^uJSiJnOjf    1~ JILJIJX*          £&/*;« A/Q 

442 



INVESTIGATOR'S   NAME PT   INITIAL PT   ft 

page   15  of   15 

COMPOUND .RyridostigpiLne 

Lietman _0 Zl JL 
F     M     L B^ PROTOCOL   DAMD 17-85-C-5133-02 

ADVERSE EXPERIENCES 

check   if  none  occurred n 
ADVERSE ONSET CESSATION SEVERITY REL'N TO ACTION 
EVENT (Date/Time) Date/Time (Check) TEST DRUG (Check) 

ft • 
Mild 

• 
DEF. 

• 
None dd mmm yy dd mmm yy 

• 
PROB. 

• 
Mod 

• 
POSS. 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

ft • • • 
dd mmm yy dd mmm yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

COMMENTS (Indicate ft and event) 

443 



page 1 of 15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   Pyiidostigmme 

Lietman 
JE> JZ _T 
F     M     L tP\ 

PROTOCOL   DAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmmyy Procedures 

i JCTJIWW Screening   laboratory 

— 3a3uJ|^ History,    Physical   Exam 

O £feS£ Admission 

A 3fctS5t Fo. 
5" (pfcS fr -Cv/ 

I certify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of LH. Pa9es» ^or subject #_^24 • 

2) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

.M. D.     VftM/fk 
dd/mmm/yy Invest igat ure 

444 



page £ of 15 

INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND PxcL&>Stigpniie 

Lletman 
F  M  L D£M 

PROTOCOL nw©.i2-85.-c-5i33-02 

Date  of  evaluation^'/ 3^/ oO 

#* 

n   r\ n HEDICAL HISTORY 

Examiner 

Date of birth 

Age 

Sex 

Race 

d mmm yy 
k  0\*\«L 

dd mmm yy 

_• _yrs 

6 

print name 

No Yes Comments 

Allergy S 
Tobacco Use s/ i PM 
Alcohol Use y 
Recreational Drug Use y IH-J »**±o<ei*r* 6J- iVufrr 

Medications past 2 weeks y 
Experimental Drug Exposure s 
Blood or plasma donor / 

Prior Surgery y 
Eye, ear, nose, throat y 
Endocrine(diabetes, thyroid) y 
C-V (heart murmur,HBP) / 

Pulmonary (cough,asthma) y 
Hepat it is,gastro-intest inal / 

Gen i t o-ur i nary y 
Musculoskeletal y 
Neuropsych i at r i c / 

Pesticide/herbicide use y 
Other y 

44S 



page  3  of   15 

INVESTIGATOR'S  NOME PT   INITIAL 

^7F 
F      M     L' 

PT  « COMPOUND  PxHJkstASSine 

Lietman 
6a i 

PROTOCOL D^B_lZd35rIc5:L33-02 

PHYSICAL EXAMINATION 

dd   rnmrn   yy 

Temperature Pulse 

t$ /min 

Respir 

jr-0/mir\ 

Blood   Pressure 

JP3W. 
Height    (cm) 

Di.a 
Wt.(kg) 

7T7T 

(check) 

GENERAL EXAMINATION: 

Nor. Abn. Provide details of abnormalities 

Head/Neck y 
EENT / 

Chest,lungs y f                                        t   jj                                          *—                                       W 

Heart 
i/,, 

Abdomen / 

Genitalia A f 
Rectal A> 0 
Extremities y 
Skin s AU^Jit^^C^^^^jyfi/a*<**— 4*i?fc**^ if**" £*f~>7***~-*~ /um^ 

Neurologic y- Uf^CAuA^ 

CHEST  X-RAY 
Date Q^/IiWos 

NORMAL X ABNORMAL Describe abnormalities: 

Examiner 

print   name 

446 



page  4  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND Pyricbstigpiine 

Lietman CQ .. SL 
F     M     L 3&I 

PROTOCOL nAMD 17-85-C-5133-02 

DEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start   drug  admin- 
i st rat i on   (0-2400) 

End  drug  adrnin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.   * 

5 0 &Q>£ 6 CT>   g|g og^ IV N A 

^r-x cLu c   ai.Ti DOSAGE   (total) \. IX f 
o"l *Jb ?t    ^ Vy<\ ' £ 

PLASMA CONCENTRATIONS 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID03 RBC 
ACHe 

uM/ml/min 

B01,B47 0 
ay ^tk St. NJ (\. otf/V BOlr j^_ B47:(/,5f 

B02 O.OB • • 

c3f^3 C3c?^3 B08.|% 

B03 0. 16 -. o& 0 2 0%^2 B03:)^,3 

B04,B48 0.25 11 &l 23 c>si3 B04 :«£),? B48:^,^3 

B05 0.33 t, o<?lS o% J§ B05ia/f 

BOfc 0.42 i, o$Lt2 c>%HZ BO6i|<J(0 

B07,B49 0.50 «. <o W* o frf* 
607 !P3,? *+**l!.9i 

BOS 0.58 i, 6f-r3 o?s 3 BOS:/^ 

B09 0. 66 • ( o?s 8 o *£<^ B09:/0^ 

BIO,B50 0.75 u 
n^3 o ^o3 B10lf5| B50: £.<?f 

Bll 0.63 i 1 o^o 2 O ^0$ B"«?,C& 

B12 0.92 ll o°i/3 o<?/ 3 Bi2ii:^ 
B13,BS1 1.0 'l 0°/i8 o9'^ B13.^ B51:^, ?^ 

B14,B52 1.33 r, o^3s O^lP B14.£?f B52,/G.tf 

B15,B53 1.66 t. o°i ss o^ry B15Vf7 B53: (0,q0 

B16,B54 2.0 \i <°i} ' Of* 
B16:^ B5A: Jb,# 

B17 2.5 1 
\OHI /0*f? B17:i|b 

5 JJ^jr /QamajLis Ajy^ihijiM-   447 



page 5 of 15 

INVESTIGATOR'S  NAME PT   INITIAL PT  tt COMPOUND Pyridostigniiie 

Lietman 
F~  M     L~ 5a i 

PROTOCOL  •® 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start  drug  admin- 
istration   (0-2400) 

End  drug  admin- 
i strat i on   < 0-2400) 

Route Bottle 
I.D.    « 

5" o4 T-tM* o %) 8: o S</g IV ^ A 

DOSAGE   (total)       Li2r_ 

PLASMA CONCENTRATIONS K 
page  2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

BIB,B55 3.0 Cc,M>gri. 111? \)H B18: :J B55: |0^3 

B19 3.5 <v )iH? ))18 B19:^ 

B20,B56 4.0 1, my Ui? 
620:^ B56:/):/> 

B21 5.0 
l\ \1)$ /3/* B21i^ 

B22,B57 6.0 »l \<4)l /<//? B22 :^=- B57s|/,56' 

B23 7.0 li 1 Tl% /rtf B23:^(4- 

B24 6. 0 
1/ U I f M   /i B24tO(^ 

B25 10.0 h /*/ 8 \*it B25:^^_ 

B2£ 12.0 i. Sjb)8 3.01 i B26:^ 

B27,BS6 24.0 
OT^b«, axif oil I B27:o^ B58: \\,&j 

AOOO^ AtmOduAfy 448 
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INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND 

Lietman 
F     M     L tP-1 PROTOCOL JMMD_12Qfi5-C-5133-02 

NEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.   # 

5 C6^J^= 09-I % o#f£ IV hJA 

DOSAGE (total)   L_^_„. 

PHYSIOLOGIC VARIABLES 

^ 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 
OS^t^kU rvl f\ <Z%\H •fe? *|0^ M 

0.8 ' 1 oS,D3 oS.^3 
0. 16 1 i 

o5? Dg o£a<r 
0.25 *l o£33 oS 3 3 #tJL 
0. 33 'l OS 2$ o^-J^ 
0.42 11 c^SLl3 o«?-<73 
0.50 'i oS^ o&^ *£? * (^ ft*- 

0.58 'i ofrs~3 o£rj 
0.66 ^ o?^ O^ XP 

0.75 i, o^3 o^3 #6o 
0.83 U n^o? <D^0<? 
0.92 k 

alii 0^/3 
1.0 

/i C7/i> rt<*/<p #^ v^ 
1.33 h. n93£ 09 7^ #££ 
1.66 >\ o9i"i> o^r<f * ^y 
2.0 'N /oi V /&<? *A£ * |Ufc 
2.5 

1. 

(o^i (DHJ 
449 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   _P^^Sti^D±ne 

Lietman OS- JB 
F      M      L ^1 

PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

5 D£\Jb&> oS-l £ c=>h^? IV N>  K 

DOSAGE (total)   l+JL^ZJIt* 

PHYSIOLOGIC VARIABLES *$ 

page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3. 0 Of.^fU \U * ml * & V 
3.5 '\. U<ff )) V£ 
4.0 •' 

I3LI £ 13 ),? #6o *   *ofc 

5.0 • V )3 1 S )^)J 
6.0 '< ,lf, J l«//J #6^ 
7.0 'v iy/p ir/l 
6.0 l\ )U$ Ui? 

10.0 4 K 

Tir/i> / VlX 
12.0 I 

SLOl £ a^i* 
24.0 ^Un ofry ~ftt •^ *NJ   S #  -:.'L 

450 
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INVESTIGATOR'S NAME PT   INITIAL PT   * COMPOUND  JlyrJ^stijjPrine 

Lietman F    M    L    .33-/ 
PROTOCOL   DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat ion   (0-£400) 

Route Bottle 
I.D.   # 

3 Ol^xi&S^ O   %S  k 0*-T <=> PO M-<\ 

T>        * «    .      t£]'a   DOSAGE (total)  _. 

PLASMA CONCENTRATIONS 

It. 

SoW A^   sA: nx\ W-v 
Sample 

No. 
Schedule 

Time 
(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDO: RBC 
ACHe 

uM/ml/rnin 

B28,B59 0 
6}^^ OTsI 0 Oc?7  o 

B28:   ^k B59!/I56 
B29,B60 0.25 «• o^// ,-  llf 

629:/^ B60! ii.kA 
B30,B61 0.50 •• ^104 o9Q fe 

B30!5^ B61: //(0o 

B31,B62 0.75 u cO *5 </ I O 1 Vo 
B31:?,5? B6£: (o.iS 

B32,B63 1.0 
'V C3 <j S 4 clH B3£://,^ 

B63:^k9 
B33,B64 1. 33 '. r oi L /   OI   (o *33'-m B64:^5p. 

B34,B65 1.66 ', l<VU j ^1 (=> 
B34:/a/ B65:   ^ 

B35,BG& 2.0 •> )o S 4 Jo S"£> MSiypj B66:  q.o?. 

B36 2.5 l( /? 3 4 11^ ^> 
B36:55£ 

B37,B67 3.0 •> u ^4 //H B37!?,35 B&i-.q 59- 

B38 3.5 •» IZD.<« /J^ b 
B38:S# 

B39,B68 4.0 l« /:rt /^.y^ 
B33sS,?t) B68: # ^ 

B40 5.0 •^ n.r£ llS'i •*233 
B41.B69 6.0 '. 

/^ ^ 1 HS'l 
B*lt3,qo 

B69: /o-?3 
B42 7.0 <v I ST 6 fyyi B42:J^ 

B43 8.0 '< US L /^n B43: _tf B69A: //',0^ 

B44 10.0 '. <SrS' L is r4 B44: -}£- IhOl 
* Muyux AMm^ A&m£udxAM&/ 



page  9  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND -Pxridostigjnine 

ULetman J& _-   £. 
F     M     L Cm 

i -^ ^—« 

PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.    « 

a c>i^rJb^ o£ i~4, 6&iT4» PO r>A 

DOSAGE (total)   ]_»_ 

PLASMA CONCENTRATIONS 
page 2 

Sampl< 
No. 

Schedule 
Time 
(hours) 

Date 
ddmmmyy 

Scheduled 
Clock Time 
(0-2400) 

Actual 
Clock Time 
(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B45 12.0 ol^ht^ ^ o S~£ SU^~l 
B45» ±. 

B46,B70 24.0 SiiL j^Li o$r£ B46: 
=T 

B70 s //. 6^ 

* JAl^ V^^yOZLJ/    /ItrtAfajifa t 452 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND Pyrl^stigpairie 

Lietman 
(YV-     p 

F     M     L £P< 
PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

.2. cyi^jfrV. o&y^ oS5 4, PO ro A 

DOSAGE (total)   Ij2_ 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 
cA V^Uc fSC\ o ^S/o •   1H # N^ M 

0.25 • i o°i'l cA n 6 o 
0.50 >, oS0(^ OCOL *r?a #^b *K,-,1 

0.75 -, c A Lt / O^o * Hi 
1.0 •i o °i TC O °t s- £ HV •    N^ 

1.33 
/OIL yo/k * «tf 

1.66 
-•• /o^ /*3t *ed/ 

2.00 
L i 

/ ^ S" 4 /o 56 •6* *        IC\ 

2.5 *L ?y<a k //it 
3.0 •• I) r£ // 3" 4 *a 
3.5 

'i ia^4 ) <^14> 
4.0 /^^-J /a^4 ttj^ #    rJT> 

5.0 '. /^-S"4 /Jx6 
6.0 '' / L/s £ /^7 *^a # r^q) 
7.0 \ /rr4 iS" SL 
6.0 : /kr& i L yL 

10.0 
i 

f*rt \*$L 
453 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND JPgj-jos;tiggrine 

Lietman F      M      L W| PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnrnyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.   # 

3 oWeJbSi ojs^t D&S~<L PO KJ   -A, 

DOSAGE (total)   l_S_ 

PHYSIOLOGIC VARIABLES H 
page £ 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Act ua1 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 
fc^JWfc c^-e,3^ «Do^  4 #   Kj£ 

24.0 
oh F-J&t &£ rt OSrS'L * Mb 1    * ok. 

454 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND Pyridos tigmne 

Lietman 
F     M     L     4^- ^ 

PROTOCOL DAMD 17-85-C-5133-02 

CHEMIBTRY 
Laborat ory iN^LciiJ^^Ui^   )^M 

Screen Predrug 

TEST:NORMAL ddmmmyy ddrnmrnyy ddmmmyy ddmmmyy ddmmmyy 

NA:135-148  MEQ/L 1 -HI 1*1   1 JfJt^ 1  ^ 

K:3.5-5.0  MEQ/L ^.a h.l ^,L 
CL:96-109  MEQ/L | D2 JD^> ibL 
C02:24-30  MEQ/L Q<* Qt, 21 
SUN:12-25  MS/DL i 1 <1 \H 
CREAT: 0.4-1.5  MG/DL l-o \.2 1.) 
GLU:70-115  MG/DL ns )\r\ ^S 
T.BILI:0.3-1.2M6/DL 

\ ] a  S o-2* 
D.BILI:0.l-O. 4MG/DL o.\ <5J o-i 
CA:9.0-11.0  MG/DL Vf °i.S ^1.4 
P04:3.0-4.5     MG/DL M,L 3.^ X* 
URIC  A:4.2-8. 8MG/DL % ? **/7 ^ <? 
T.    PROT16.0-8. 5G/DL IJ t^^b 1J 
ALB.:3.2-5.3  6/DL ^."7 ^•C hM 
ASTi0-35   IU/L IU \1 JL 
ALT:0-30   IU/L 1 o ) 2 IW 
ALK   PH0S:0-95   IU/L £^ 43 4 4, 

CHOL:151-268  MG/DL 122 i io - 

LDH:0-200   IU/L (J P KJI) J?L Iff i-H 
CPK:0-160 U/L<male) (^ W$ \S[ )U\ no 

Study 

Date 

455 
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INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND Pyridostigmine 

Lietman 
F      M      L £M 

PROTOCOL DAMD 17-85-C-5133-02 

1 

CHEMISTRY   VALUES 
Laboratory      V VgrWv^a Uaiy^   lbifJ°y 

Screen Predrug 

TEST:NORMAL ddrnmmyy ddmrnrnyy ddrnmmyy ddmrnrnyy ddrnmmyy 

NA:135-148   MEQ/L \Hl 
K: 3.5-5.0   MEQ/L zi.^ 
CL:96-109   MEQ/L IDC 
C02:24-30   MEQ/L 

Q.1 
SUN:12-25   MG/DL M 
CREAT:0.4-1.5   MG/DL ). © 

GLU:70-U5   MG/DL ?r 
T.BILIrO. 3-1.2MG/DL rvl 
D.BILI:0.1-0.4MG/DL N)~D 

CA:S.0-11. 0   MG/DL <?.? 
P04:3. 0-4.5      MG/DL ^. O 
URIC   A:4.2-8. 8MG/DL if. o 
T.    PROTsG.0-8. 5G/DL 1.3 
ALB. :3. 2-5.3  G/DL HI 
AST:0-35   IU/L Hh 
ALT:0-30   IU/L 34> 
ALK   PH0S:0-95   IU/L hr 
CHOL:151-268   MG/DL 146 
LDH:0-200   IU/L ill 
CPK:0-160   U/L(male) m 

Study 

Date 

456 
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INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND   Pyridostigmine 

Lietman 
F     M     L CP-I 

PROTOCOL DAMD  17-85-C-5133-02 

HEMATOLOGY VALUES . > .    r\ 
Laboratory   __\iJL^£_JlSJ&M V * 1 ]^Of*:M<-,H| 

Screeri Predrug 

TEST                   NORMAL ddrnrnrnyy ddrnrnrnyy ddrnrnmyy ddrnrnrnyy ddmmrnyy 

Hgb 13.9-16.3 \S.s 
,sbW „     ^ )S,2 

PCV A 1.0-53. 0 1S.1 -     /Ob ^3. 5" 
Pit 150-350 

3^ 1 DL^ w$ 2£S 
RBC A.50-5.90 5\2) £.  c£ tJ$ f.D? 
WBC A500-11000 lo5c^ iC^Do NS> ^DO 

Bands £-6% 
\ o 4 »sl <) ^7 

Polys 31-76% 
5 *7 ^f |OD H? 

Eos 1-AS 3 o ^ D 
Bas 

O C? NJ5 o 

Lymphs £4-AA% 2 $ .2  2. r-J*) 3°) 
Atyp  Lyrn 1 / tO 9 C? 

Monos 2-11% 3 5* NO 6> 

Other O o ^9 o 

Retics 0.5-1.5% HD to^ c\)t> 1. © 

Study 

Date 

457 
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INVESTIGATOR'S   NOME PT   INITIAL PT   * COMPOUND   Pyridostigpirie 

Lietman 
F      M      L Qa\ 

PROTOCOL   DAMD 17-85-C-5133-02 

URINALY8I8 
Laboratory _ 

Screen Predrug 

TEST                    NORMAL ddrnrnmyy ddrnrnmyy ddrnrnmyy ddmmrnyy ddrnrnmyy 

Color/Ap 
OdtA-r ND ^U/I^O 

Sp.    Gr. ). oOo 
0 

PH £.o fe ft 

Protein 
*<-^r—-G-^ ^r-oe. 

Ketones 
rN>-aj 

Occ     Bid 
6 

Bili. 
6 

RBC A o J '3 

WBC o 
CJ 

Casts o O 

Epi.    Cel o CJ> 

Crystals o O 

Bacteria o O 

St udy 

Date 

ELECTROCARDIOGRAM 

Date 
ddrnrnmyy 

NORMAL 
check 

ABNORMAL 
check 

Describe  abnormalities 

coTA& S 
^^•r^.c-f, w/ 

on VAS% 
/ 

458 
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INVESTIGATOR'S NAME PT INITIAL PT # COMPOUND Jtyridastigmrie 

Lietman 
m - ~p 
F  M  L &\ 

PROTOCOL DAMD 17-85.-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred a 
ADVERSE ONSET CESSATION SEVERITY REL'N TO ACTION 
EVENT (Date/Time) Date/Time (Check) TEST DRUG (Check) 

# • 
Mild 

• 
DEF. 

• 
None dd mmm yy dd mrnrn yy 

• 
PROB. 

• 
Mod 

• 
POSS. 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• D • 
Sev UNKNOWN Stop test 

drug 

tt • • • 
dd rnmm yy dd mmm yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

COMMENTS (Indicate «t and event) 

459 
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INVESTIGATOR'S   NOME PT   INITIAL PT   # COMPOUND   Pyiidostigmjie 

Lietman 
_jL _:_ ^o 
F     M     L t^Du 

PROTOCOL   DAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmrnyy Procedures 

— ru>*J& Screening   laboratory 

— so^r^fo History,    Physical   Exam 

0 £fce>& Admission 

a cBFtrrsfo P.O. 
5 GfeSrO &/ 

I cert ify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of _1JC_ pages, for subject # <VJLQ— . 

2) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

_M. D.     ^/QffjS^ 
dd/mmm/yy Invest igato signature 

460 



page  £  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  « COMPOUND   PxcLA>Stigpi|ie 

Lietman 
F     M     L tt2 

PROTOCOL  QMffi.l2r85rCr5133-02 

3>o 3*~ 

Dat e  of  evaluati^!^/.^ 
dd  mmm  yy 

Date  of   birth      iU^Q&/0 / / G» ^ 

ML HISTORY 

Examiner 

Age 

Sex 

Race 

dd   mrnm  yy 

rn 
IT 

print   name 

No Yes Comments 

Allergy y 
Tobacco  Use y 

is /#d 
Alcohol   Use </ 

rr 
2   bffidtt*- <*u a-*dtU<A*- 

Recreational   Drug  Use y 
Medications   past   £  weeks y 
Experimental   Drug  Exposure / 

O/ftfcx^tJh*1', 7&/-u^ 

Blood   or   plasma  donor y l 

Prior  Surgery / 

Eye,   ear,   nose,   throat /' 

Endocrine(diabetes,thyroid) / 

C-V   (heart   murmur,HBP) y 
Pulmonary   (cough,asthma) / 

Hepat it is,gastro-intestinal / 

Gen i t o-ur i nary / 

Musculoskeletal v/ 
Neuropsych i at r i c /• 

Pesticide/herbicide  use y Hoc/ -ot^cefeydl *" 1 Utl&i*- t^/C 

Other 

461 
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INVESTIGATOR'S NAME PT   INITIAL PT  « COMPOUND PxcwbatLgp&De 

Lietman L r. U 
F     M     L SQ^ 

PROTOCOL   D^flLl2-85r£z5133-02 

PHYSICAL EXAMINATION 
Date Qjr2$:/j£Q 
_^_^ dd mmm yy 

Temperature Pulse Respir Blood   Pressure Height    (cm) Wt. (kg) 

_'&Jc O _Vmin cxy/min ___/Lif/_33- _ ID 2— :IO__:L 

(check) 

GENERAL   EXAMINATION: f 

Provide  details   of   abnormalities Nor. Abn. 

Head/Neck y 
EENT / fa&Jky^f6(r^yy<><^£*^ fft&t^*£**»p**. 

Chest,lungs 
/ 

— 

Heart y 
Abdomen 

/ 

Genitalia 
* JO 

Rectal A> fl 
Extremities / !           |        UjtAw^; 
Skin y JWL\ /Jifc fryu^rtrtfyf+**" ^H/^ kh **udU*r 

Neurologic / 

CHE8T X-RAY 
Date 2^/Dfl^/^% 

NORMAL * ABNORMAL Describe   abnormalities: 

Examiner 

print name •^ 

462 
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INVESTIGATOR' S  NAME PT   INITIAL PT   # COMPOUND Pyridbstigpdne 

Lietman F     M     L £P-^ 
PROTOCOL °AMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmrnyy 

Start   drug   admin- 
istration   (0-8400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    * 

5 Ofe^-Jt»*t onr oFSJ IV M A 

V'*V v ^''C^\'.^\ DOSAGE <tot.n    1-3^ rm%- 
PLASMA CONCENTRATIONS 

•5. o Vj ^vi' c    uO~\~ .  -__     6^ o 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID0D RBC 
ACHe 

uM/ml/min 

B01,B47 0 ot^K, OZi o o£7o B01 I u^_ B47s/5^f 
B02 0.08 oSi^ OJ8-.?>o 

B02s ^0 

B03 0. 16 •• o£ 1S~ onr B03ig/J 

B04,B4B 0.25 " oS'/o O^o B0*!^,4 B48l/^,>/ 

BOS 0.33 >-> 
o?<f y o^^r Bosg/^ 

B06 0.42 '. 0#\T<a o&To wSj!» 
B07,B49 0.50 i. 

0%$$" o?JT*Jr »<""#.C ****I0 41 
BOS 0.58 Ocl 0<z of oo BOfls//.k 
B09 0. 66 • • o°n>$ O^D r B09i //.3 

BIO,B50 0.75 •- O^/o d)1/o B10«tf,£5 wo»ii,q6 
Bll 0. 63 ' i 

o<\isr c^.r 811 «£5? 
B12 0.92 O°i^o O^c^o B12i^ 

B13,B51 1.0 i\ o^zr r^jr- 
B13^-3C 

B5l!ia.6-4 
B14,B52 1.33 i. nW o^if B14^ B52:|^.^ 

B15,B53 1.66 »« /^r io&r B15:3.^ B53:,^^r 

B16,B54 2.0 ». /o^ y f DZLX B16*/,# B54:/4(, 

B17 2.5 \ /oyr /ofJ" B^g.t. 
-£ tMOu^ <x&)a^ Xl£^^u>^/ 463 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND Pyridostignine 

Lietman 
F     M     L 6^2- 

PROTOCOL  nAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
i st rat i on   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.   # 

s oi^J>i£ oU^ o^I ST IV /O f\ 

/.3a DOSAGE (total)  __JJ_^±1_.QC!^§ 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B18,B55 3.0 o£ 66 n ha r 113-*" BIB,/, 73 B55ij4 }3- 

B19 3.5 I/ST iirr 819.^ 

B20,B56 4.0 *, Q^r iD-^r B20: * B56: /5,o3 

B21 5.0 'i iur nay Kl.4. 

B22,B57 6.0 V , ;6/jr »vj~r B22:-^ B57:/5/3( 

B23 7.0 '( lOr ir^y B23:^ 

B24 6.0 ll /0ar /^jr B24:^ 

B2S 10.0 
•V l^ar ^oli^ B25:-^ 

B26 12.0 1, a^s^' ^ar B26x Jy^ 

B27,B58 24.0 oiF<m o?j.r o^r B27:_^ 658:^,44 

^JMJWT /OJ&C^ ^Jhy^U^hj^   464 



page  6  of   15 

INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND J^addostigmine 

Lietman 
F     M     L Ca^ 

PROTOCOL JOM)_17Qa5-C-5133-02 

MEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-£400) 

Route Bottle 
I. D.    * 

s Ob*<Jt>% ^JC OS" 5" -T IV N A 

I.5A DOSAGE (total)   1.1V 

PHYSIOLOGIC VARIABLES 

V 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock  Time 

(0-£400) 

Actual 
Clock  Time 

(0-£400) 

Pulse 
Rate 

bprn 

Hand 
Grip 
L/R 

Coord 
Test 

0 
&&*&&> 6fco <3 P t> o 

•^ * ^"^ *U- 
0. B /   , o£ 1 o 0# 1 o 
0. 16 o& i r o 9 j y 
0. £5 •> OS- fro ^?Vo *   to 

0. 33 > ojrvjr o?vr 
0.4£ 1, 0|?fo L^Si"6 
0.50 * 4 os 3' r o s r r* #6</ *|0^ 

0.58 'V O?^o C<? ^ 
0.66 t f o^r o^r 
0.75 h o^» o 0<?/o *6V 
0.83 I o^r r^yr 
0. 9£ 

'I O^CLo r=)0^ 
1.0 '< £>*iar r^ to r- *6^ *  K)^ 

1. 33 « n 4 ^ o^y #a 
1.66 " / 6or /OCLT *^ 

£.0 •• /<=or /oO)x *£^ #  fj£> 

£.5 I. /orr ^fj 

465 



INVESTIGATOR'S  NAME PT   INITIAL PT  # 

page   7   of   15 

COMPOUND  JPyH ffesHjjErinP 

Lietman 
F      M      L fi^ 

PROTOCOL J^©_17_-_85-C-5133-02 

MEDICATION   RECORD 

STUDY:    IV   PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
i st rat i on   (0-£400) 

End   drug   admin- 
i st rat i on   (0-£400) 

Route Bottle 
I.D.    # 

J> DG<J>& o % ^ r 0>B ST? IV un 
135! DOSAGE (total)   Lij^J^_Q•^ 

PHYSIOLOGIC VARIABLES 
page £ 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-£400) 

Actual 
Clock  Time 

(0-£400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3.0 DtXAfr iur liar 
3.5 i. i / r r usr 
4.0 

•, ,^~>r i^«2r *^ * N ^ 

5.0 *, jlar i 3 3r 
6.0 'i )^J3' / HJ. r #6o *   fO^> 

7.0 fi i ra.r /or 
8.0 / ur ia)" 

10.0 "i i^/ ltf_2-T 
1£. 0 c 

^^^ ^fcc^-J 
£4.0 on^g^ ^Ji" o^ar *£V *U& #   -s L 0 '*- 

466 



INVESTIGATOR'S NAME PT   INITIAL PT   # 

page  8  of   1! 

COMPOUND  j^ri^stigmrie 

Lietman F      M     L fi>2- 
PROTOCOL   DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY:   ORAL   PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

a o3> F*.\»«fc Og   S-7 OS* °i PO N> A 

9 _    .-j.-,    DOSAGE   (total) 
S^w*^. - ,^^-^.cU   i      t>    ITT  /| 

PLASMA CONCENTRATIONS 

L6LZ2?U£_ 

"^> o b'yoc\lr   wK'i.^vX  ~        / Ci >n w^ 
Sample 

No. 
Schedule 

Time 
(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID0D RBC 
ACHe 

uM/ml /rnin 

B28,B59 0 
efCfifc St oS^O O^' .JLO 

B28:^ B59: /5 3£ 
B29,B60 0.25 •> c^lLf o^C B29:^^/ B60:   /4^5 

B30,B61 0.50 
•> ola*? OCj^^ 

B3°* i,/3 
B6l! |3.5t 

B31,B62 0.75 i( 

(D^hl o^ <^ B31:/4/ B6Sl/P.$3 
B32,B63 1.0 >. 

Oci  ^ cD °\^<n B32: y/f B63!/».,^ 

B33,B64 1.33 ii io i*i 1 0)1 B33:^ BSAtjitf 

B34,B65 1.66 <- |o3<? /o39 B34./&/ B65: /(. %? 

B35,B66 2.0 * i l oJTi /o ^ B35:?£? B66:;i,^ 
B36 2.5 it \ ia^ iia? B36:?.# 

B37,B67 3.0 1 < M^ 1 )3-<7 B37:^ B67:/M^ 

B38 3. 5 -. 1 aa^ uai B38: f.67 
B39,B68 4.0 d /Qjr<7 >2S^ 839.^9/ BMI//44 

B40 5.0 * * n^ II S-? B40:^^ 

B41,B69 8.0 •i /<fT<5 /H y? B41S^ 
B69:/MJ 

B42 7.0 i, iss") / r r<? B42: Jrf 

B43 8.0 <( iQrl ;^rs B43: /.^j B69A:|^/^ 

B44 10.0 ^ i ?r? /frr9 B44:   ^> 
*^/ 

5 JMJIMXT &&<MLy Ajor^djOuiAjL 
Lhl 



page  9  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND Pyri dfifitignu"np 

Lietman J=r _»  is^ 
F~  M~  L~ toi 

PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start  drug  admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400 > 

Route Bottle 
I.D.    # 

2L o3^4 o*r<? <=>xs 1 PO rJ A 

DOSAGE (total) 

PLASMA CONCENTRATI 

l(onv\j> 

page  2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD 

fOfrrV 

RBC 
ACHe 

uM/rnl/min 

B45 12.0 
o1S~J&% ao i 1 ~Lo S 7 

B45x    ^L 

B46,B70 24.0 oLlfJ&k £>£X<7 ak^"\ B46:  Jr_ B70! /553 

»• 

-*• JWO •U^y(X<Ultf. ̂ AJWM •^^^468 
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INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND Exri^Stigjmne 

Lietman 
F     M     L £}2. 

PROTOCOL DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    * 

a d^<^ a. c^s-s-1 ^%s\ PO Ki a 

1(0 DOSAGE (total)   l^illQ&J. 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Gr i p 
L/R 

Coord 
Test 

0 
01 vjb a 0>*6r^-£^ o2^ *<7o #    |oi) 

#e>L 
0.25 

•i oS M c^S /<» * 74 «. 

0.50 i, o*iz5 O^? *6o #^ V)^ 
0.75 1 

o^tyti o^-V** *5"£ 
1.0 \ c?^S7 00 s^ *So *   M^ 
1.33 i^ 

lot 1 /o '*? *<^ 

1.66 •, /011 /o>Z? *£0 
£.00 '( /o r ? /oS^ *5-2 * r^ 
2.5 ifc 

) i a*? /;x29 
3.0 *\ 

)) 59 )i ^ *£o 
3.5 ii 

/^<2<9 ISLSS 
4.0 d 

la s^ \2S°> *6^ * ^ 

5.0 i( 1*3^ I3S<) 
6.0 /. / 9x^ 1 *f' 5°} *^f> *   NO 
7.0 1, y^-js 9 \ s\<; 9 
8.0 

•• ;£s<? fbS ^ 

10.0 \ 
1 £ S- r/ 

1 fr <T<? 

469 



page   11   of   15 

INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND .Px^^stigncine 

Lietman F      M      L 0a2 PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnrnyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

a ©3 sfJLgU o% s~^ <o?X 1 PO 
sJ A 

\ftf ^LTQ^TI 

PHYSIOLOGIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 
Oi^-4^ O^S 1 ^LCD 3"   C\ * N9 

24.0 o'lZJw. o?s^ o^i  c) *K]b \;C\ ;K/U# 

470 



page   1£  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND Pyridostignine 

Lietman 
F      M      L 6a a PROTOCOL DAMD 17-85-C-5133-02 

CHEMISTRY  V«LUE8K VD      \ I I      J 
Laboratory  __^^a^rr^_3\^V^r^,   l^raf^1 *• 

Screen Predrug 

TEST:NORMAL ddmmmyy ddmrnrnyy ddmmmyy ddrnmmyy ddrnmmyy 

NA:135-148   MEQ/L l</*~ 14 3 \2°l 
K:3.5-5.0   MEQ/L H-L 4./ *i.l 
CL:96-109   MEQ/L //o /o9 /6-S 

C0£:£4-30   MEQ/L 34 ^5 Q2. 
SUN:l£-£5   MG/DL 1 i U i^ 
CREAT:0.4-1.5   MG/DL 

/./ /. / ho 
GLU:70-115   MG/DL -Vo in /JT4 
T.BILI:0.3-1. £MG/DL o, 4 otf /.o 
D.BILI:0.1-0.4MG/DL ro 1) £./ 0./ 
CA-.9.0-11.0   MG/DL 3.4 q.r 9.a 
P04:3. 0-4.5      MG/DL 3   4 10$) 3.4 
URIC   A:4.£-8. 6MG/DL -S-. 3 s.* 5"^ 
T.    PR0T:£.0-8. 5G/DL H.o 6.^ £* 
ALB. :3. £-5. 3   G/DL s"-y 4.7 If. V 
AST:0-35   IU/L i/ av 2D 
ALT:0-30   IU/L "3 3 II 
ALK   PH0S:0-95   IU/L *rO ^^ *// 

CH0L:151-£68   MG/DL ^OT /o^D • /S>4 
LDH:0-£00   IU/L (VJ ^ 

^ US /oV /M 
CPK:0-160  U/L(male) to2» jvjfc 3H3 2.58 aoi 

Stud; 

Date 

471 



page   l£Aof   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND Pyridos tigm tie 

Lietman 
P^'^ 

PROTOCOL DAMD 17-85-C-5133-02 

CHEMISTRY VAL 
Laboratory -JjSbirs.-i^^^ DtUfido* 

Screen Predrug 

ddmmmyy 
_jOjr\__ 
ddmmmyy 

a^^oSL 
TEST:NORMAL ddmmmyy ddrnrnmyy ddmmmyy 

NA:135-148  MEQ/L /4o 
K:3.5-5.0  MEQ/L *4.l 
CL:96-109  MEQ/L /o* 
C02:24-30  MEQ/L ^r 
SUN:12-25  MS/DL 13 
CREAT: 0.4-1.5  MG/DL /.o 
GLU:70-115  MG/DL S3 
T.BILI:0.3-1.2MG/DL l. 1 
D.BILI:0.1-0. 4MG/DL /oS> 
CA:9. 0-11.0  MG/DL °\A 
P04:3.0-4.5     MG/DL ll 
URIC  A:4.2-8.8MG/DL 5*. 3 
T.    PROT:6. 0-8. 5G/DL €>.? 
ALB.:3.2-5.3  G/DL 4.8? 
AST:0-35   IU/L 33 
ALT10-30   IU/L I ? 
ALK  PH0S:0-95   IU/L 4/ 
CHOL:151-268  MG/DL IE^ 
LDH:0-200   IU/L I*4* 
CPK:0-160  U/L<male) 3/o 

Study 

Date 

472 



INVESTIGATOR' S NAME PT   INITIAL PT   # 

page   13   of   1! 

COMPOUND   Pyridostigmine 

Lietman 
F     M     L i)a^ 

PROTOCOL DAMD 17-85-C-5133-02 

L06Y VALUES   . »  »     • I  „ \n tj HEMATOLOGY VALUES 
Labora 

^ 

Screen Predrug 

TEST                   NORMAL 
nOfW 
ddmrnmyy ddrnmrnyy ddmrnmyy ddmrnmyy ddmrnmyy 

Hgb 13. 9-16. 3 M/.1 \z$ 13.1 13.7 
PCV A 1.0-53.0 Ml, S' •tyo. o 4&.f 1.9.5T 
Pit 150-350 aav 2o^ 2\8 
RBC 4.50-5.90 4.<=tf M.^ 4r.<? ->.W 
WBC 4500-11000 Wto iySt>^ 4/0^ S*l^ 
Bands £-6* s ^ I 12. 
Polys 31-76% 53 4 5? HI 5-9 
Eos 1-4% 1 3 2 <b 
Bas 6 t> o O 

Lymphs 24-44% 3*5 33 4<=> (3 3* 
Atyp   Lyrn o -3 ) O 

Monos £-11% (* °l <\ 4- 
Other o o b O 

Ret ics 0. 5-1. 5% i^3) MS) 0,<V 0.7 

St udy 

Date 

473 



page 14 of 1! 

INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND   P^ridostigpnine 

Lietman 
F     M     L 0^ 

PROTOCOL   DAMD 17-85-C-5133-02 

URINALY8I8 Vl 
Laboratory v 

Screen Predrug 
n)—' 

• 

TEST                    NORMAL ddrimmyy ddmrnmyy ddmmmyy ddmrnmyy ddmrnmyy 

Color/Ap 
cSki^- \os>. cx^iiA 

Sp.    Gr. l.fctf 
0 

I CJXO 

PH £o S"  O 
Protein 

•r-^-^V 

Ketones r^ 
b 

Occ     Bid 
'"V_J>V 

Bili. 

RBC 0 
o 

1 

WBC o o 
Casts o c> 
Epi.   Cel 0 

\ z> 
Crystals o 

1 • 
o 

Bacteria J J b 
w 

0 

Study 

Date 

Date 
ddmmmyy 

NORMAL 
check 

ABNORMAL 
check 

Describe  abnormalities 

2a1-AiJft (/ 

cMF<dkL y 

oVQfi / 

474 



page 15 of 15 

INVESTIGATOR'S NOME PT INITIAL PT # COMPOUND J^ridoati^nLne 

Lietman L ?- & 
F  M  L (f& PROTOCOL DAMD l7-8£-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred 

ADVERSE ONSET CESSATION SEVERITY REL'N TO ACTION 
EVENT (Date/Time) Date/Tirne (Check) TEST DRUG (Check) 

# • • • 
dd mmm yy dd mrnrn yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treatment (0-E400) (0-2400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

* • • • 
dd mmm yy dd mmm yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• D • 
Sev UNKNOWN Stop test 

drug 

COMMENTS (Indicate # and event) 

475 



page   1   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   «• COMPOUND J^Yli^tismnfi 

Lietman F      M      L jfci PROTOCOL   DAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmrnyy Procedures 

— 3<Krw)fo Screening   laboratory 

— ^fasft? History,    Physical   Exam 

0 ^/^Sto Admission 

2 pfebft £.yl. 
5' I3(eato Po. 

I certify that: 

1) I have carefully examined all entries on the data collection 
forms, consisting of 1JL__ Pa9es» for subject HJliQlJ^ . 

£) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

Invest igator signature 
M. D.     \itM7k 

dd/mmm/yy 

476 



page   £  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND   P£Clii?StigpS£e 

Lietman J) cm 
F     M     L fcl3 PROTOCOL  BMD l.ZzS5rCz5133-02 

Examiner 

©6   ^i   MEDICAL HISTORY 

Date  of  evaiuatio^5?i/_^ M~ 
dd  mmrn yy 

Date  of   birth        £^jrL±/)*P 
dd  mmrn  yy 

40. Age 

Sex 

Race 

_  „yrs 

print   name (j 

No Yes Comments 

Allergy i/ ~fa«A@c. -» /u.i A>- • fal-*(t*»<e 

Tobacco  Use / 'CW 
Alcohol   Use y 

f* 

Recreational   Drug   Use y 
Medications   past   2  weeks 

/ 

Experimental   Drug  Exposure y ffatutJiMufc,, faF/trs 

Blood   or   plasma  donor / IfiJ 2r»4+&— *$p 

Prior   Surgery / 
1/ 

Eye,   ear,   nose,   throat 
/ 

Endocrine(diabetes,thyroid) / 

C-V   (heart   murmur,HBP) 
/ 

Pulmonary   (cough,asthma) y 
Hepatit is,gastro-intest inal y 
Senito-urinary y 6,t Hilt*** *tf,&/Z fiyufa 

Musculoskeletal y 
Neuropsych i at r i c y 
Pesticide/herbicide   use / 

Other S 
kll 



page  3  of   1! 

INVESTIGATOR'S  NAME PT   INITIAL PT  # COMPOUND ExnLcbatigHioe 

Lietman sj)     C/T) 
F     M     L dzl PROTOCOL D^R-lZd85r£::5133-02 

PHYSICAL EXAMINATION 
Date   Pp/f^_/I^ 

dd   rnmrn   yy 

Temperature Pulse 

/oVmin 

Respir 

<=K)/min 

Blood Pressure 

uujn 
Height    (era) 

I7J5 
Wt. (kg) 

h3.0 j 277c 

(check) 

GENERAL   EXAMINATION: 

Provide  details  of   abnormalities Nor. flbn. 

Head/Neck S 
EENT 

i/ f^k/ ^Ut^X^U^/CO^Pct^^^. rt^WCifr/t&uA** 

Chest,lungs 
/ 

•     — 

Heart ^ Z'^kr^xft^fltio @)) ftvptivpir Jj 

Abdomen 

Genitalia 
/>/ ) 

Rectal /- P Extremities 1/ 
fail! s^tfrsu*** 6ufa**-ffif 6***x lo^ 46tiM*t*4. <&*7km, 

Skin y /J/UA rCSotee-fol (/tlosM^ J^4^^rc^J^u,^uJc^'- 

Neurologic i/ 
Q^ y^yu^, (^ uri^f- 

CHEST X-RAY 
Date QL'Iik'il 

NORMAL <* ABNORMAL Describe  abnormalities: 

Examiner 

print name    ^J 

478 



page 4 of 15 

INVESTIGATOR' S   NAME PT   INITIAL PT   # COMPOUND Pyridostigprine 

Lietman H  £. Gl 
F     M     L 

<fr3 
PROTOCOL D^M0 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTISMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

a lo^Utft o^Vx O^jl IV <ti(\ 

tJ^l2^Z^^^ 1  Di. |3    ^ DOSAGE   (total)       L3JL. 

PLASMA CONCENTRATIONS 
-^ 

Sample 
No. 

Schedule 
Time 
(hours) 

Date 
ddmmmyy 

Scheduled 
Clock Time 
(0-2400) 

Actual 
Clock Time 
(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B01,B47 
ipV^toS^ KJ.^ o%ol B01x_£ B47: '# 51 

B02 0.08 <• \ og^7 OS^ BOSi/^J 

B03 0. 16 o?s a oRy ^ B03.?,3? 
B04,B48 0.25 

Qfr S7 i^_n B04 !/^7 B48: //- 3% 

B05 0.33 
Q^s^ o g C"L. 

B05:&2,£ 

B06 0.42 
Q°i Q9 o^ cn B06: /*? 

B07,B49 0.50 0\  I 2. Oi  IX B07: 305" B49:?,^ 

B08 0.58 o^ in o 3 >n B08: M2 
BOS 0.66 

Q0!^ 0<U' 
B09: //.o 

B10,B50 0.75 
O^Zl o^aiz BlOx 

/tf 
B50: <M/ 

Bll 0.83 ^qox 0^32^ Bll •9Jf 
B12 0.92 n^in ^^39 B12t 121 
B13,B51 1.0 0^2. oqy?_ B13: 3.tt **UM> 
B14,B52 1.33 

< ooi /oo?. 
B14 43t B52: //^ 

B15,B53 1.68 I O^X 2 oa."L B15:^i6 B53:/A^ 

B16,B54 2.0 [oU } o^f I B16:  ^|L B5«://?£ 
B17 2.5 (. i) 13= n it B17 

'*<& 

it JMXOW OJXWl AjJTrfU&UU^   479 
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INVESTIGATOR* S  NAME PT   INITIAL PT   # COMPOUND Pyridostigmne 

ULetman 
F     M     L caa PROTOCOL •® 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start  drug admin- 
i st rat i on   (0-2400) 

End  drug  admin- 
istration   (0-2400) 

Route Bottle 
I.D.   « 

2. i&W^ aZHt o^iir IV KJ A 

DOSASE (total)   L_H.r^- 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD 

A»/ML 
RBC 
ACHe 

uM/ml/min 

B18,B55 3.0 
JoVJkSt im UVX. B18:     )j B55:/^? 

Big 3.5 1 |X\L mi B19:   ^ 

B20,B56 4.0 '< \iHz. IXTI. B20: ^ B56!/^-6/f 
B21 5.0 '   V au I^L B21trxj£ 

B22,B57 6.0 't \h<a. CfVl B22:  ftj£ B57s7o?.?J 
B23 7.0 1 1XHZ. /5"7l B23:f\J£ 
B24 6. 0 

* V /Lit- /£VL B24:   jj£ 

B25 10.0 '< tilv 189* B25:   jf 

B26 12.0 
*i Q&</2. aovt B26:    * 

B27,B58 24.0 uFA/i sff <tz C)£Vi B27: ^ B587J,5* 

4- Adxxxr aamj- /^r^dajdb^  480  V8-•- /wt fouuvx 



page  6  of   15 

INVESTIGATOR'S  NAME PT   INITIAL PT  # COMPOUND     Pyr-iHr.Qt--igTrir*> 

Lietman 
F     M     L ^ 

PROTOCOL J^MD_lIQa5-C-5133-02 

MEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    * 

<X |bf*\) St, o^H'L 0°i IX IV |0*\ 

DOSAGE (total)  ____L_2_5r. 

PHYSIOLOGIC VARIABLES % 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 
l&VjbS*. MA o&37 * 5<i *  f0£> «ok 

0.8 '. c^^n O?^ 
0. 16 s ohi 6^1 
0.25 1 

V 0?5l 6£3 7 feO 

0. 33 '\ oni £>^o"L- 
0. 4£ li 0<?0? 0^67 
0.50 •t O^ |7_ O^ >T * &h *V}>> \k 
0.58 K <^°iin O 111 
0.68 

•V o^l om 
0.75 ll o°\£l o^^7 #£o 
0.83 • 1 &^1 Z cbil L 
0.92 1, 

O'tll <D137 
1.0 u O^Vt o^X *^o *>l^ 
1.33 '\ l^6~L />iOl #6^ 
1.66 s 1*0.1. /oa 2 #6c> 
£.0 1. /D^X /ovl * 0>H * tofc 
2.5 1. 

11 >1 n i2 

481 



INVESTIGATOR'S  NAME PT   INITIAL PT  # 

page   7   of   15 

COMPOUND Jboidostiffline 

Lietman 
F     M     L J>-3 PROTOCOL JBWP_17_-_85-C-5133-02 

MEDICATION   RECORD 

STUDY:    IV   PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

;i )oTJU4 ©8 iL Oil 2_ IV NJ A 

DOSAGE (total)   L__~J~ 

PHYSIOLOGIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3.0 to^fh )IH~L ;yv2_ Wi 
3.5 i, /2H )Z\~L 
4.0 ', )XliL )X^i *6f * 1J<0 

5.0 V 

13 ^^ !3<n~ 
£.0 »-% )^^ /^t "^D *  Kjfc 
7.0 n. / £91 )S^-L 
8.0 >1 Ik*! ^Yt 

10.0 •\ )Mz /?V "L 
12.0 1 CODVI- Q^^-L 
24.0 i\r<m c£<iL d>£^ *6o *V3^ *  ^\) 

482 



page 8 of 1! 

INVESTIGATOR'S  NAME PT   INITIAL PT   # COMPOUND .Pyridostigraine 

Lietman F     M     L tei'i PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

^ vlF^St oS^fr oBS & PO CM 

X^y^^  -^^^A^-c SlS^h^     T» 

PLASMA CONCENTRATIONS 

JOSAGE (total)   liis. 

^^   ^,$X%   "R^.o   ^ 
Sample 

No. 
Schedule 

Time 
(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRID03 

ttG-/HL 
RBC 
ACHe 

uM/rnl /rnin 

B28,B59 0 VlV*k&, lO A om B28z JL. B59:/^ 

B29,B60 0.25 li Olll o^n B29:4^0 
B60!a/^ 

B30,B61 0.50 **\ <^00£ oiaj B30«f,^ B61:   ^ 

B31,B62 0.75 v M*/3 c ^vi B31i/0#9 B6£://?£ 
B32,B63 1.0 •^ o^X* o°, s£ B3£:/4/0 B63:/^t/ 
B33,B64 1.33 s /o)* to)? B33:/£,/ B64: lo.# 
B34,B65 1.68 '\ /635r )o^>& 

B3*!/£J B65:  £/<f 

B35, BSE 2.0 \ /&S& ?OS^ B35:/3,9 BB6:9^ 

B36 2.5 I, n<ar Ma* B36: /34 
B37,B67 3.0 l\ 115?' )1S* B37s/^3 B67:£??- 

B38 3.5 »l 

/ ZD-X iaa2 B38:/5(/ 

B39,B68 4.0 'v ) zs? 1QS^ B39:  ^ B68:/0,^ 
B40 5.0 l» /3s^ i2sr B*0s1>% 
B41.B69 8.0 \, ; ^sa )LiS2 B41«W 

B6S'//.$? 
B42 7.0 >v if** IT S~* B42:/^^ 

B43 8.0 1 \ 
)QS* IkS? B43:i;^ B69A «,/,£/ 

B44 10.0 '^ t z s% (**? B44:/^ 
«•# 

^^^^ 



page 9 of 1! 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND     Pyridnsrigmj•* 

Lietman X*. c* £r 
F     M     L #t3 

PROTOCOL     DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    « 

s r^A&t cog rs- o?s 2 PO KJ>A 

DOSAGE (total)   }Jg 

PLASMA CONCENTRATIONS 
*f 

page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2AOO) 

Actual 
Clock  Time 

(0-2400) 

CPYRID03 RBC 
ACHe 

uM/ml/min 

BA5 12.0 |3^*X% SoS 8 ZLOSX B45s_dL- 

B46,B70 24.0 mrast o? SS> oSsS B46.#afl B70:/3 Jl 

»• 

4- JUU \4jJ- OAQC i*f AM Kktux^/- 484 



page   10  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND  PzQcbstigpdne 

Lietman ll & lb 
F     M     L ta.3 

PROTOCOL  DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   adrnin- 
i st rat i on   (0-2400) 

End  drug   admin- 
istration   < 0-3400) 

Route Bottle 
I.D.    * 

s \3V.a>*fc o?S~ ? oSi"^ PO S>-A 

DOSAGE (total)   \Jom 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 \S3f\>i&C K> A 08^ *£o #   sJ* 0 Jc- 

0.25 • i 0«W3 O 1l3 * Go -~ 

0.50 n O^* o^a? *G<1 #   »o ^ 

0.75 h OW O^ <f3 #£S 
1.0 •v" o^r/ o^S *6V *    <vj^ 

1.33 »-, / o J& /Of£ #6o 
1.66 i /o^ /o 28 #6V 
£.00 \\ loSZ /oil #6o *  >o^ 

2.5 h 112.8 / /a? 
3.0 it its £ /IJ-£- *6o 
3.5 '» iaa^ ia«2£ 
4.0 h )X 5fr /A^ * iu& '*>> 
5.0 t\ /3J> /2 JTS 

6.0 M /^^ )Hs~S # M«) *   Ni& 

7.0 •» /j\<r / \S^X 
6.0 N /& r* Ji n 

10.0 1, 

/*^ )?rJ 

485 



page   11   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND JfeidostigEine 

Lietman 
H  £.  JO 
F     M     L 0X3 PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnrnyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin— 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    « 

S" 13 Z4&L o?^y o<?j-&r PO rO~A 

DOSAGE (total)   [*£. 

PHYSIOLOGIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnrnyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 \2td2t ZoS% s> o s* *N>*> 

24.0 1V fJL 71 a isz c^-sT *C? * K)1) *k.# 

486 



page   12  of   15 

INVESTIGATOR'S NOME PT   INITIAL PT  # COMPOUND Pyridos tigrri ne 

Lietman 
F     M     L     tte-> 

PROTOCOL DAMD 17-85-C-5133-02 

Laborat or y^sSL^^-a. JsLetf^—    H^f^ 

Screen Predrug 

TEST:NORMAL ddmrnrnyy ddmrnrnyy 
ILlikSt 
ddmmmyy ddmrnrnyy ddmrnrnyy 

NA:135-148  MEQ/L iMt Hi \1>1 
K:3.5-5. 0  MEQ/L H-3 H3 VX 
CL:96-109  MEQ/L id 16<O lo3 
COS:24-30  MEQ/L ^-3 ^ ^r 
SUN:12-25  MG/DL IS" It, 12. 

CREAT:0.4-1.5  MG/DL M 1. o M 
GLU:70-115  MG/DL 61 ?1 (^ 

T.DILI:0.3-1.2MG/DL o$ \-3 o.t 
D.BILI:0.1-0. 4MG/DL o »o o.J rO^ 

CA:9.0-11.0  MG/DL lfc.1 "1-7 1 o.-o 
P04:3.0-4. 5     MG/DL *f.T 3.7 ^,9 
URIC  A:4.2-8.8M6/DL j&J* &. ? ^•D 

T.    PROT:6. 0-8. 5G/DL n.c n.3 °>.r 
ALB.:3.2-5.3  G/DL <1><7 ^<7 HA 
AST:0-35   IU/L 

/ (. ? K 
ALT:0-30   IU/L a a. °, II 

ALK  PH0S:0-95   IU/L Si £o 5-/ 

CHOL:151-268  MG/DL fO^> N>5 1 S4 

LDH:0-200   IU/L l«*l 12/ ?7 
CPK:0-160   U/L(male) Mb J / nc S^ 

Study 

Date 

^ ^ CPWH    L\> H    ^_JS\   <?L^O.     C—   £>*~v»   «^ <L^>-^-e, 

487 



page   13   of   15 

INVESTIGATOR'S   NAME PT   INITIAL PT   # COMPOUND   Pyridostigmine 

Lietman 
F     M     L ozl 

PROTOCOL DAMD  17-85-C-5133-02 

HEMATOLOGY VALUES 
Laboratory _\^j^Ac^_^oxaoUc-«r^ 

Screen  Predrug 

TEST NORMAL ddrornrnyy 
_bLDL_ 
ddmlnrnyy 

LLUL&L 
ddrnrnrnyy ddrnrnrnyy ddrnrnrnyy 

Hgb 13. 9-16.3 \S.-L \S" / IS 1 
PCV 41.0-53.0 ks.*] ^.^ */*.* 
Pit 150-350 ) a i«*3 life 
RBC 4.50-5.90 H.tr <i.<tt ^.S*) 
WBC 4500-11000 ^a^o ^400 ^3^0 

Bands 2-6% n 6 <8 
Polys 31-76% h°\ 5*o S*<* 
Eos 1-4% o 1> o 
Bas o o O 
Lymphs 24-44% 33 3 t 3^ 

Atyp  Lyrn a Q. o 
Monos £-11% 1 2 9 

Other D o O 

Ret ics 0.5-1. 5% NJ5> 1 • 1.5 l.f 

Study 

Date 

488 



page 14 of 1! 

INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND   J^ridostignlne 

Lietman 
F     M     L fin PROTOCOL   DAMD 17-85-C-5133-02 

URINALY8Z8 VALUES    u 

Laboratory  ^\*VAaS "V^re w^-t^*-*"* 

$glW*-P P^lA>rv«^<U^> 
^ 

Screen Predrug 

TEST                    NORMAL ddrnrnrnyy ddm nrnyy ddrnrnrnyy ddrnrnrnyy ddrnrnrnyy 

Color/ftp 
«raV\ rwi |0 . V. 

1 VJV\\ ^ 

Sp.    Gr. 
<3 

PH 
£ .O 6.0 

Protein rc-*v •- 

Ketones 
0 

Occ     Bid 6 

Bill. 
0 

RBC 
O 

6 
0 

WBC O C> 

Casts o> 0 

Epi.    Cel a 0 

Crystals 
0 0 

Bacteria 
T> < / 

t ' -o 

Study 

Date 

ELECTROCARDIOGRAM 

Date 
ddmmmyy 

NORMAL 
check 

ABNORMAL 
check 

Describe abnormal it ies 

OGTA& / 

uU?i IS 

14 ^St 
*/ 

ARQ 



page 15 of 15 

INVESTIGATOR'S NOME PT INITIAL PT # COMPOUND JtyridostigmLne 

Ldetman F  M  L 0X1 PROTOCOL EflMD 17-85.-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred 

ADVERSE ONSET CESSATION SEVERITY REL'N TO ACTION 
EVENT (Date/Time) Date/Time (Check) TEST DRUG (Check) 

ft • 
Mild 

• 
DEF. 

• 
None dd mriuii yy dd mmm yy 

• 
PROB. 

• 
Mod 

• 
POSS. 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

ft • 
Mild 

• 
DEF. 

• 
None dd mmm yy dd mmm yy 

• 
PROB. 

• 
Mod 

• 
POSS. 

• 
Treatment (0-2400) (0-2400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

COMMENTS (Indicate ft and event) 

490 



page   1   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   Pyiidostigmiixe 

Lietman F      M     L tev PROTOCOL   DAMD 17-85-C-5133-02 

PROTOCOL 

Study 
Day 

Date 
ddmmrnyy Procedures 

— 036^ &> Screening   laboratory 

— 6kfT33i^ History,    Physical   Exam 

0 (^//ETI^ Admission 

3 Ififknft .ITv/- 
5" (3ftf&& r°o. 

I certify that:' 

1) I have carefully examined all entries on the data collection 
forms, consisting of L£L"_ pages, for subject # plV • 

2) All information entered onto the data collection forms for 
this subject, to the best of my knowledge, is correct. 

Inv 

/.  

y>OLa£i M
« 

D 

signature dd/mmm/yy 

491 



page   £   of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  « COMPOUND  SxcUbfitigpniie 

Lietman 
F     M     L C&'i 

PROTOCOL DM®. 12-85.-C-5133-02 

Date  of  evaluation  tQ/^^/lL 
dd  mmrn  yy 

Date   of   birth 

Age 

Sex 

Race 

dd   mrnm  yy 

MEDICAL HX8T0RY 

Examiner ^jBBi£f^2 _ 

,jLxxi^L_e_2i±^ 
print name 

No Yes Comments 

Allergy y 
Tobacco  Use y 
Alcohol   Use y AjAjd^r 

Recreational   Drug   Use y Ujnkz/<uuL^, iK-f-*4c 

Medications   past   2  weeks x/ 
Experimental   Drug  Exposure / f)U*u*Ut<Jbi, •^~r^fu' *$* 

Blood   or  plasma  donor / UJ-<<nf 

Prior  Surgery y 
Eye,   ear,   nose,   throat y 
Endocrine(diabetes,thyroid) y 
C-V   (heart   murmur,HBP) 1/ 

Pulmonary   (cough,asthma) y 
Hepat it is,gastro—intest inal / 

Sen i t o-ur i nary y GC ail, faX /&V 

Musculoskeletal y 
Neuropsych i at ri c y 
Pesticide/herbicide  use y Ut fltk? f iM <^^^W«» 

Other y 
/                                        ..... 

492 



page  3  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND  gxEWbStigBBBe 

Lietman 
F     M     L &^ 

PROTOCOL D^D.12d85r£z5133-02 

PHYSICAL EXAMINATION 
Date <2£/Ik£/_££ 

dd   rnrnrn   yy 

Temperature Pulse Respir Blood   Pressure Height    (cm) Wt. (kg) 

_i°-^.__  c _*£>_/min _!°P/min i i^       , KJ1> rO"Js T\J   \J          / 

(check) 

GENERAL   EXAMINATION: 

Provide  details  of   abnormalities Nor. Abn. 

Head/Neck y 
EENT ^ 

f 

^CJJ^tJ 7^U^/^(u^i AM £***&»£ e«<»o«**a* 

Chest,lungs / 
F    -^ 

Heart y 
Abdomen 

«/ 
Gen i t a1i a f> P 
Rectal A 0 
Extremities y 
Skin ./ 

Neurologic </ (4f&Jk r'                                (S^K^h^, 

CHEST X-RAY 
Date QU^ty^ 

NORMAL * ABNORMAL Describe  abnormalities: 

Examiner _^ 

print name 

493 



page  4  of   15 

INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND Pyridostignine 

Lietman F     M     L o^v PROTOCOL MM0 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddrnmmyy 

Start   drug  admin- 
i st rat i on   (0-2400) 

End  drug  admin— 
i st rat i on   < 0-8400) 

Route Bottle 
I. D.   # 

3 loV^^ c«s<H o°m IV S3 A 

PLASMA CONCENTRATIONS 

22£ 

Sample 
No. 

Schedule 
Time 
(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock Time 
(0-2400) 

Actual 
Clock Time 
(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B01,B47 
loF^kil M (\ O^l o 

B01t_^_ B47: lo.5i 
B02 0.08 o 3 s o?^^r B02: Mi 
B03 0. 16 OS5"4 oJ i4 B03:,/.£ 

B04,B4B 0.25 O^ o<\ o l B04 s/3.0 B4B: q,f2- 

BOS 0.33 
CilH Q 1Q4 

B05 :/<?,£ 

BOB 0.42 
C^ I Q^ I / 

606:^.3 

B07,B49 0.50 O^ 1 4 O^l L BOliAttf B49: ?-# 
BOB 0.58 o°\a\ o *\ai BOS :/?,£) 

B09 0. 66 
c^S I om B09 1M 

B10,B50 0.75 
g^lt o^3) B10: lot B50: #*? 

Bll 0.83 o°i^4 0^3 4 Bll '•(oM 
B12 0.92 ogLkJ o^Hi B12i ^ 

B13,B51 1.0 
Q^4 o^f. 

B13: oz. B51: f,5/ 

B14,B52 1.33 
/ Q O C /OOl 

B14: &£L B52 »**?• 
B15,B53 1.66 

I  P3   fe /oa4 B15: ia B53: £#> 
B16,B54 2.0 Lblk /oV4 B16:/},40 B54: q^ 

B17 2.5 1//6 |   /   /o 
B17: -W4 

-^ JMXO-CU— y^l<lx>ax^ sQt^UJZAMjfy-    494 



INVESTIGATOR'S   NAME PT   INITIAL PT   # 

page  5  of   1! 

COMPOUND Pyridostigtine 

Lietman 
F     M     L .30.4 

PROTOCOL ^ 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug  admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I. D.   ft 

2. /o^W& oSVd, <Z\\<o 
IV M ft 

DOSASE (total)   ll2zfi^0[}$ 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml/min 

B18,B55 3.0 
lb?«.\*ft U«U tm BiBt/Sl B55ig,£/ 

B19 3.5 
* { 1   lit B19:/93 

B20,B56 4.0 1 VSLH4 laH B20:   vk_ B56!/o',^ 

B21 5.0 v 3 W t, \3*U B21t gt 

B22,B57 6.0 '. IMH 4 14 L/4 
B22:^ BS7*/c<a6 

B23 7.0 i, )TV6 i S9i B23:^ 

B24 6.0 
• \ \L<ii H V4 B24:-^ 

B2S 10.0 •. \^L(L l<P94 B25:-^ 

B26 12.0 n 
Oo V t OoV4 B26:^ 

B27,B58 24.0 
i (^ n Of</L opy^ B27:-#- B58:  Jflrtf 

^jc>^>ura<ioa^ J^SScS. 495 



page 6 of 15 

INVESTIGATOR'S  NAME PT   INITIAL PT  # COMPOUND     PyT-iHnCM-grtriTv» 

Lietman 
F     M     L DAV PROTOCOL   nAMn 12085=0-5133-02 

MEDICATION RECORD 

STUDY:IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End  drug  admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    # 

^ lo V*4S"t, oS^c o«W4 IV NJ fl 

DOSftGE (total) 

PHYSIOLOGIC VARIA 

I iO>S((m&: 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

0 
Jo?<kS4 O A o¥ 1$~ #  ^x * KJ^> 

#     ) 

0.8 lv osri os-ri 
0. 16 i, 

oK^ a&^4 
0. 25 ' ( O^i o^oS •*7J 
0. 33 ^fDt, 0 <?a£ 

0.42 1 1 ©la 0^1/ 
0.50 \ < O^IL a<\)L *):* * K>^> 
0.58 t ^ o°)3l O^/ 
0.86 <     y O^ZC olat. 
0.75 » o^3; 0^3/ #S^ 

0.83 
(  v D^C ©^^ 

0.92 '< a^<*/ O^if, 

1.0 li 0^4 0^4 *S* #  «00 

1.33 4. 

/oot ? o>& t> #^ 

1.66 i , 
/r>a. 4 /^^ 

# So 
2.0 *   V 

fo ^ / o^^ *£o * to^ 

2.5 l'l 
1 /1% a / L 

496 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND  JPjoidostijgtLne 

Lietman 
F     M     L ^ 

PROTOCOL JE¥WD_lZ-_85-C-5133-02 

MEDICATION RECORD 

STUDY: IV PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

2- /o^-J^ o8Vfe o?/fc IV K» A 

DOSAGE (total)   LL-J3L.QJ}& 

PHYSIOLOGIC VARIABLES 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

3. 0 
i^JLSt MV4 1144 Ni 

3.5 <> )ZLIL 111 t 
4.0 ii ^a^f(o I T-HL * M<D * ro £ 

5.0 i 

i3*/4 l^fe 
6.0 ><. m<. /^V4 *M^ * NJ O 

7.0 *< 
\SHL '^ 

6.0 <» 
/6V6 UVc 

10.0 ', I^V6 >*V6 
12.0 * i ,2^4 cXoy& 
24.0 HFJ,^ OS-V4 OPV.X #^D *tu$ o k- 

497 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND  Jtyiidtttlflmpe 

Lietman 
4L J!> 5 
F     M     L 03*1 PROTOCOL   DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRID0STI6MINE 

Study 
Day 

Date 
ddnimmyy 

Start   drug   admin- 
i st rat i on   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I. D.    # 

3 QCtt^ & ^o3 O<?o3 PO 

DOSAGE (total) 

PLASMA CONCENTRATIf 

'ULOO^J 

11 F<fi,&t #\'£      oo^ - =.   & fr. o 
Sample 

No. 
Schedule 

Time 
(hours) 

Date 
ddmmmyy 

Scheduled 
Clock Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD RBC 
ACHe 

uM/ml /rnin 

B28,B59 0 
llEefcfo, H A £>S^1 B28:^> 859 s/0. fco 

B29,B60 0.25 '. oW o<\\8 B29s2.co B60! /0,fc? 
B30,B61 0.50 *« o^U &133 B30:/£)X B61: 9,^ 

B31,B62 0.75 •» o'WS o^VJ> B31:/0<9 B6S.^?5 

B32,B63 1.0 * t /oo^ ?0 0<i 
B3£://.4 B63:?,9^ 

B33,B64 1.33 •• /o3-3 >*>o3 B33 :/0,0 B64: ^,^5 

B34,B65 1.66 1 tz>*3 ^oV3 B34: /^ 0 B65:^46 
B35,B66 2.0 *» il b^ l/cs B35:/0,£ B66:?.^ 

B3G 2.5 'i iH3 //?3 B36:^ 

B37,B67 3.0 •» l^ol ?CQLC^ 
w.ci.% B67: ?,£/ 

B38 3.5 t« • us 3 /^L^^ B3B:%f 
B39,BG8 4.0 iv 13 03 I2h3 B39l9(-S5" B68: £^£ 

B40 5.0 '< /Vo^ mt3 B40^,M 
B41,BG9 6.0 '». { T&3 IS 03 B41..J4; B69: 9.2/ 

B42 7.0 <. 
/L03 i(o03 

B«2:%3 
B43 8.0 ». 1^3 17©3 BA3ifl,/f wfi'W 
B44 10.0 

'< /^£>2> iTe>3 B44:/^ <?<43 
-i^jMlOu^A^a^ 4£yna^a^   498 
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INVESTIGATOR'S NAME PT   INITIAL PT  # COMPOUND     PyriHoptlgnijnp 

Lietman (Lib J§ 
F     M     L 

)aH PROTOCOL     DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start   drug   admin- 
istration   (0-2400) 

End   drug   admin- 
istration   (0-2400) 

Route Bottle 
I.D.    # 

5 \3^&> a^o3 o1a3 PO to A 

DOSAGE (total)   L-2522& 

PLASMA CONCENTRATIONS 
page 2 

Sample 
No. 

Schedule 
Time 

(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

CPYRIDOD 

Ms/ft* 
RBC 
ACHe 

uM/ml/min 

B45 12.0 i2£U>K> ^ I <i 3 &.I ^3 B45« ±_ 

B46,B70 24.0 iw r^pt Oc,o3 O*? hi B46:^ B70:/6^/ 

•• 

*/n/i -ur/140, W A /nfadmtfj 
AQQ 
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INVESTIGATOR'S NOME PT   INITIAL PT   # COMPOUND  Px&^stignine 

Lietman £=  £>  £_ 
F     M     L &<7 

PROTOCOL  DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmmmyy 

Start   drug   adrnin- 
i st rat i on   (0-2400) 

End   drug   admin- 
i st rat i on   (0-2400) 

Route Bottle 
I.D.    * 

5 i3*rA&> £>^ o3 <s*\ o3 PO *J^ 

He, DOSAGE (total)  ___J£_<722i§_'_ 

PHYSIOLOGIC VARIABLES 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmmmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bprn 

Hand 
Grip 
L/R 

Coord 
Test 

0 13T-^^ 0*^7 OS6*? #S* *NJ<D *rA 
0.25 <( £><U£ e1i? *<?o 

0.50 V   t 6^33 o^3 *%H *  NJ\> " oK 
0.75 'I 0*W<5 oS^K #^ 
1.0 <i / OD3 /oO^ * ^ t *    N& 

1.33 / ( / c^a3 /^^ *?4> 
1.66 M /oV^ /oV3 *^D 

2.00 •» 
l)o2 // o^ #^ *K)_D 

2.5 ti U33 //3.g 
3.0 *K Q&1 A0o3 *So 
3.5 <\ ,0-3.3 ^3^ , 

4.0 '( '3o3 >J>*3 **JS> *K)S 

5.0 '< /Vo3 /<A3 
6.0 W / T63 /3'6^ Vis *W£ 
7.0 'l /603 f^d 3 

8. 0 '« /9o? n oa 
10.0 •l 

/^oJ /?ol 

500 



page   11   of   15 

INVESTIGATOR'S NOME PT   INITIAL PT  # COMPOUND  J^X^kst^nirie 

Lietman 
3r 53 2> 
F     M     L 

tow PROTOCOL    DAMD 17-85-C-5133-02 

MEDICATION RECORD 

STUDY: ORAL PYRIDOSTIGMINE 

Study 
Day 

Date 
ddmrnmyy 

Start drug admin- 
istration (0-2400) 

End drug admin- 
istration (0-2400) 

Routi Bottle 
I.D.    # 

s \3*A& o^ o3 o^ o3 PO rJ ^ 

DOSAGE (total) 

PHYSIOLOGIC VAR 

.JAo^2-: 
page 2 

Sample 
No. 

Scheduled 
Time 

(hours) 

Date 
ddmrnmyy 

Scheduled 
Clock  Time 

(0-2400) 

Actual 
Clock  Time 

(0-2400) 

Pulse 
Rate 

bpm 

Hand 
Grip 
L/R 

Coord 
Test 

12.0 13-f^St 2u &3 SLI O^ * ND 
24.0 i^r^u o^3 o?o3 *&£ *k^ aW» 

• 

501 
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INVESTIGATOR'S NOME PT   INITIAL PT  # COMPOUND Pyridostigm* ne 

Lietman 
F     M     L ten PROTOCOL EWMD 17-85-C-5133-02 

CHEMISTRY 
Laboratory • JjSrifca-^^*^*^ 4U*f>loX 

Screen Prec Irug 

ddmmmyy 

,, r^fi'r-r 

ddmmmyy ddmmmyy ddmmmyy TEST:NORMAL ddmmmyy 

NA:135-148  MEQ/L |H*- 1 \(4l l^H 
K: 3.5-5.0  MEQ/L <*J ^3 lt.n 
CL:96-109  MEQ/L /o9 /OS" /oV 
C02:24-30  MEQ/L 2^ ah 3 ? 
SUN:12-25  MG/DL 11 )L /o 
CREAT: 0.4-1.5  MG/DL 1. o T ex? /./ 

GLU:70-115  MG/DL £>> 19 <nk 
T. BILI:0. 3-1.2MG/DL U^ o.r CV 
D. BILI:0. l-O. 4MG/DL KJ   V> o. O O.O 
CA:9. 0-11.0  MG/DL rJ. $, H ^-«? 
P0413.0-4.5     MG/DL M. £>. *.a *.* 

URIC  A:4.2-8.8MG/DL fvJ.P, 3-. 5" sr>i 
T.    PROT:6.0-8.56/DL |U.t>. 9.2. ^9 
ALB.:3.2-5.3 G/DL u.* ^.9 4.9 
AST:0-35   IU/L ir ^ IS~ 
ALT:0-30   IU/L /o )2. U 
ALK   PH0S:0-95   IU/L 3S^ 35 jq 

CHOL:151-268  MG/DL U D )5o /V/ 
LDH:0-200   IU/L SJO ao loG 

CPK:0-160 U/L<male) (VJD V y 90 9^ 

St udy 

Date 

<SJ "E*:   Cpi^+ UH 

502 

<^iM|P    »A   C^VJ-^    dLnx--M. 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   Pyridostigmine 

Lietman &r J!> 3 
F     M     L ££<-< 

PROTOCOL DAMD  17-85-C-5133-02 

HEHATOLOGY  VALUES . .      , • ., i    fl 
Laboratory   _£^£tf\»/r^_Jri^',i~~0    \H>^H^-Y 

Screen Predrug 

TEST                   NORMAL ddrnrnmyy ddm Yinyy ddrnrnmyy ddrnrnmyy ddmmrnyy 

Hgb 13.9-16.3 13.1 I4r? i* r 
PCV 41.0-53. 0 4/.5T ^cDO ^3.3 
Pit 150-350 2So £o/ /13 
RBC 4.50-5.90 S^3 SjS S.££ 
WBC 4500-11000 C 1 G~C» £ loo ^l/OD 

Bands £-6* *} 5 ^ 

Polys 31-76% 6f w ^4 
Eos 1-4% o </ •3 
Bas o / / 

Lymphs £4-44* 3*7 •34 / V 
Atyp   Lyrn o 

• 
; a 

Monos 2-11% o ? * 

Other o o o 

Ret ics 0.5-1.5* N)\> vL / o.? cx<? 

St udy 

Date 

503 
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INVESTIGATOR'S NAME PT   INITIAL PT   # COMPOUND   Pyridostigmine 

Lietman 
F      M     L     tA^ 

PROTOCOL   DAMD 17-85-C-5133-02 

URINALY8IB 
Laboratory 

Screen Pred rug 

TEST                    NORMAL ddmmmyy ddrnrn lyy ddmmmyy ddmmmyy ddmmmyy 

Color/Ap 
^y \\<AoJ *,' 

^. ^?\W 
Sp.    Gr. 

0 

PH 6.o £   O 
Protein 

#B i\~OJt. 

Ketones 
<5 6 

Occ     Bid 6 

Bili. 

RBC 
o 

0 
6 

WBC Q o 
Casts O c> 

Epi.   Cel O o 
Crystals O o 
Bacteria O A/ 1/ o 

Study 

Date 

ELECT ROCA RDIOQ RAM 

Date 
ddmmmyy 

NORMAL 
check 

ABNORMAL 
check 

Describe abnormalities 

<XTJff& «/ 

l\*ui&> y 
HF<k8i ]? V I./L nJKiAJ'ajsrun/tofibiij 3 ptjjrh»»A/Je 0d£_ 

fittlt/rrwf 
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INVESTIGATOR'S NOME PT INITIAL PT # COMPOUND Jiyridoatigiiine 

Lietman F  M  L Don PROTOCOL DAMD 17-8£-C-5133-02 

ADVERSE EXPERIENCES 

check if none occurred [S 
ADVERSE ONSET CESSATION SEVERITY REL'N TO ACTION 
EVENT (Date/Time) Date/Time (Check) TEST DRUG (Check) 

# D 
Mild 

• 
DEF. 

• 
None dd mmrn yy dd mmm yy 

• 
PROB. 

• 
Mod 

• 
POSS. 

• 
Treatment (0-£400) (0-£400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN Stop test 

drug 

# • • • 
dd mmm yy dd mmm yy Mild 

• 
Mod 

DEF. 

• 
PROB. 

• 
POSS. 

None 

• 
Treatment <0-2400) (0-£400) 

• 
DEF. NOT 

• • • 
Sev UNKNOWN - Stop test 

drug 

COMMENTS (Indicate # and event) 

505 


